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© (57) Abstract: Preventives/remedies for Alzheimer's disease containing a compound having GnRH antagonism have excellent ef- 

Ofccts of preventing and treating Alzheimer's disease with little toxicity. As the compound having GnRH antagonism, compounds 
represented by the structural formula (I) may be cited. 
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m m # 

mpun. vsnmmt7)vyj\4^—mt<oftM&*m? &&&&&&&&& 

£*1 (The Journal of Neuroendocrinology, April, 2000, 12(4), 351-4) , 
7)Vy/u T-jfc»ttt«Tfcv* AlZtt ULH, FSH ©itg« 2 fgT&s z 

*&gi§#sw:» a^(DttiiiM^;p ; &>^m^ ; E> { g n rh 

(Gonadotropin releasing hormone) } te^f£ffl£WT3fc£»\ LH££tf 
/£fcfcJTSH©«g£teTS1i:S d £ fc J: 0 7)W/\< ^-ffiO^m • ^*C^r 

( 1 ) G n RHtS«[fffflSW^*flS'&«S^bT36:*7;i'y/W 

» • femm ; 

(2) #^7°^Fttte£#JT&3itlJfB (1).E«©S0; 

(3) *g^«fS88^fk^«5T*Si9SB (1) IE«c©^J ; 

(4) it 
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Kf. r'&&xsr 2 \z, *ti*tvkmm?s tKo+yi, c,_ 4 7;m* 

5 7;W1/S£, 

«T^2^(DR 3 «^bTC 1 _ 4 7;U+l/>> J ^vS^^LTt)ct<, 
R 4 ««^^fc(iC 1 _ 4 7;WI,S&. 
10 R 6 {ifi^S$WLT^Tfe=t^C 1 _ 4 7;U^S^fcM 




ntto-5©St$it) T-a^n^fb^^fc^©^ [^T> it%® (I) 
15 tBSfBTS;! T&3i!uffi (1) tm.(DM ; 

(5) 5- (N-^>y^-N-^W5/^fJW -1- (2, 

6-v7;I/*d^>>W -6- [4- (3-/ h+s^K K) 7irjH 
-3-7i^fi; [2,3 -d] t!U$y>-2, 4 ( 1 H, 3H) -v* 
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(6) {c&toifi. £ 




(VIII) 



c 3 . 7 ->^rwjn, esi$nT^Tt>«fc^c 1 . 6 7;^+'>Ts/ai*fc' 
x^;us£-w?n^u 

s*fcttBtftsnfc7xnju*^-r) T^$ns<k-&i»*fc«-€-oifi cot, 

(VIII) «hB§fET3;i£t>&5) T'$>5milB (1) gE«©SI ; 

(7) 3- (N-^>^-N-^^75y^^;W -4, 7- 
i?kHn-5-'fV^ l JJl'-7- (2, 6->*7Jl/tD^>i/*;W - 2- [4 

- [ (l -t Ho+vv^o^otf;!/) #;usfci;i/7$/] 7x~;H -4- 
t+Vfi; [2, 3-b] tf'J v>££«-£C0llT-&5Mie (1) 13^©^ ; 

(8) LH*«tOt/*fcttRH*ftT*"a:S*'<^Ktt^'*^WtT& 

(9) LH*cttXRH^{£T^-&S#^^h*i4^tl^WbT^2.7;i/ , y 
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(2) , □ttttjs o) . A^b^ti (i) &£tf±mt£V!} (2) ^-en-e* 
- itnmm - 2 , - a - rant - 1 > - □ - wc^^^-^p - 2 & 

rMM^;i. ; E>^tB7jN;i/^> (GnRH) £ffife/B£W-f (G 
* s ^**^«*»»ft^«i:LTtt«Att, MIB^-^tl (I) , (VIII) 

±.ttt (i) *<D&uw&(Di£.m*\xT\zm- a 

R '£fc«R 2 T^$nS rc i _ 4 7;Hi + ->Sj £LT«, fl^tf. 
Sk Ih^y, 7*n#*~X ^y^D^y, 7*h+y, tert-7 h 

wens. £©5^ c 1 _ 3 7;k3 u>. £e>ic£?£t<fcu h 

;* h*~>#jkfc;k ih+yiitok yn#+'>*Kr^, -f 
y^pjJ?+S/*;P3j?-;k r/h^v^l/fcjk tert-:/h*^;&;u#-;Wi£ 

rcj^j^^sj turn «AHa««Cj. 4 7Ji4;« <«. *?\>k 
x^;k 7nfcf;k f^MjiE) . #tettc 3 _ 4 7;k^g (#K -f V^DkMk 

-f VT^k sec-y^;k tert--?^;kfr<*:) fc£#3Stf£n5. Zl©^, c 
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Tffl&Sj iUTte, WxJi (i) tHo+«X (ii) C^jTy^y 
(iii) ^> % /<;^+->, (iv) C,. 6 7J^^y-*;^^ ;*h* 

. 3 7Mih*j^-Ma , c 1 _ 4 t;w*;p (flu x^;k yat? 
;k y^u&£) fc«ttfc 1 _ 3 7;Wk*;i'#~;u (flu /^v*^*— 

3S:^e)atftl*BftS*l*fctt2fflWLTV»Tt>«tVi75yS 75 

io a x*^;u7=/\ * h*->#;i/#~;u7a/\ xh*->#;i^-;u7a a 

tert-y b*->#;U#~;U7a A ^>yWy*^-H5/ 1 7-fe? 1 

ji/75/, A*>x;i/*x;u75 a%£) , (v) c 1 _i 0 7;m^-> (#J> *h 

Ih+y, tert-7" h*->&£) , (vi) C 3 . 7 y^D7^ 

^;i/^v*;^n;i'-c 1 _37;m^"> (m. ^^□ / \^v;u^^;^x 
is my-l-X^yftf) , (vii) c 1 _ 3 7;m + ^-c 1 _ 3 7;^^'> 

R'^fc«R 2 -e^$n?>re^s^WLT^T i bJ;ViC 1 _ 4 7;wusjorc 

R 3 T^^n-5 rg&a£^LT^T*>«fc^c 1 _ 4 7;u3*->Sj <d rd_ 4 
7;i^*~>gj ibtll WAtf. *h**>, iF^y. 7n#*-x -fy^ 
0#*-X ^b^>, tert-^h + '>^:f**#tfe.n«. Z.<Do%. * V*=stfi 
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10 R 3 li, 7K«W$fSLl^ 

*:P;k x^;k 7"ae;k 7?)W&i£) , «c 3 . 4 7WjH («, 
-f y^phr;k -rv^k sec-7^;k ten-T^i^) ftf^tfens. 

15 R 6 T^$tt& rfi^s^LTViTfect^c 1 _ 4 7;p+;i/*j tun r 1 



20 
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R 4 C , _ 3 7 Jl/+;i/**3<J; tfR 6 fiTK^H?^* U 
n&O~2 0>g$caW£L^. 

10 SfcttC,. 3 7^H; 

R^TK^^SfcttCj.ay;^;^ ; R 4 ^C,. 3 7^S ; R 6 £^>v 

L<tt, R^C^gTJUJ^vg; R 2 fccktfR 5 jWE-tt-TftzK* 

5- (N-^>^;i/-N-^5 1 ;u75y^^;u) -1- (2,6-v7Mo^ 

>v;i/) - 6- [4- + 7x~;U] -3~7i^f 

i; [2, 3-d] tfUSv>-2 ( 4 (1H, 3H) -v^X 
20 5 - (N-^>y>-N->W5; /^JW -1- (2,6-^7^^-0^ 
>z?)l) -6 - [4- (3-kh'D4y9KH) 7x~;l/| -3-7x-A 
fxy (2, 3-d) tfU^v>-2,4 (1H, 3H) 

5- (N-^>v;U-N-^^;b75/^^;P) -1- (2,6-y7MD^ 
>v ? ;l/) - 6- [4- (3-^^;^KH) 7iZJH - 3-7i^fI 
25 7 [2, 3-d] tf'J5v T >-2,4 (1H, 3H) -v:*>. 
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5- (N-^>yJb-N-/W$/^^|/) -1- (2,6-v7;M-D^ 
>*?)V) -6 - [4- 

y C2,3-d) t?<Uv>-2,4 (1H.3H) 

wens. 

fc*»Tfc. 5- (N-^>y;l,-N-^^7$/^?;W -1- (2,6- 
y7MD^>y;W - 6- [4- (3-*h*v?k>r H) 7i3] -3 
-7x-m; [2, 3-d) tf'J5^>-2,4 (1H.3H) -5>#>*& 

±fBS (VIII) *(D&W®&(Dl£M*VkT\Z$tt a 

R 9 T^£n& riesi$nTV»Tfe«j;^c 1 _ 7 7JWuaj o rd_ 7 T;i/^ 
)im tvx\t. M%.tffi.mc 1 . 7 7)is*)i£ *^;k x^;k ;/ntr;k 
7>;k ^>^;k ^*->;k A^Mf) . mc,. 7 7jws (R 

V^PtfJk -fV7>;k sec-y^;k tert-7^;k «fV^>^, 
T«, 0>J;U£(i) tKD+i/I, (ii) C^T^M^S/ (#K 

~>fc£) , (iii) C^.r;^*^-*;^-;!, (R ^h+yMfcik 
xh*v*Jktf-;k tert-7>*~>#;kfc;k%£) > 
fc;k Cj.aT^U (0»J, 7-fe^;k '7u\Z-Z-)),t3.E<DC 1 _ 2 7)l*)],-'ti 
bft-MiE) . c 1 _ 3 7;u+;k^;k^x;u (#j, ^^>x;k^x;k^t*) &=k 
tfc 1 _ 3 7;k*;p (#k *s\>k x^;k^a &£a>&aftnswfc*£i*fc 

tt2fi*bT^Tfc<t^75y (JI#0!l:7$A ;* N*~>#;k#x;k7i= J , 
xh*~>#;k#x;k7^A tert-yh+^;k^x;^>vJU^^;k7j1 
x;k75y, 7-fe3 1 ;kT$A **>x;k*x;k75 a *^;k7^/\ 

3\>k7$y&£) , (iv) C 3 . 7 y707Wt+y*;^z;i/ (#), 

^*vJk^+v^;i/^x;^+v^a^ct^c 1 _ 3 7;U34 i v(0y^ s+i/, 
xh + v^^)^eiitt*n^MmS^l^^L3j@WLT^T'tcfc^C 1 _ 10 ($f 
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^L<(iC 1 _ 4 ) 7;iO*-> + 7°D^+v, tert-y 

b^X Ih+^h+^i') > (v) C l - 9 7)V3*ri'-%)l#-)l' (&U 

R 9 T^^n^> rejft$tiT^Tfe«t^c 3 _ 7 ">^P7Ji/^Sj © rc 3 _ 7 
io v^pt;u^;1/Sj ibtn #y*J£, ->#p:/ptf;k v£P7^;k 

R 9 Ti*£*l£ rB^$nx^Tt)c):^C3_ 7 ->^P7;wuaj cd rg$sj 
£LTte, Mf5R 9 T*£ft5 rg^$nT^T : fo c toc 1 _ 7 7;^;p*j cd r« 

R 9 ti$ns reift$nT^Tfe«k^c 1 _ 6 7;i/n+->75ySj cd rc,_ 

75 ;l ^h+->7S;, Ih*y7$y, ->7h^>75A ylF 
20 +y75 7. xh^h^v7=;at') ##tf£n*. £CD?-£, ty- 

R 9 T*£tt3 ra^^nT^T ! bJ;^c 1 _ 6 7;up^->7 5/Sj cd 
Sj <hLT«> HtHBR 9 -r*$n^> rBtt^Tv>Tt>«fc^c 1 - 7 7;M t ;u£j 

7^yscD tc 1 _ 6 7;up^->Sj &it\z rrs.y&tD&mm?} zm&VT^ 
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75 A Xh*->75A y7h*y7ay, vXh*v75A Ih*^ 
h*->75Afc£#3itf bfl3o JffSU^iLTte, C 1 _ 3 7JUD + v75 7 

n — c,_ 3 7;k*;u - n - c , _ 3 7;m * <>7 5 y to awmi <=, ti3„ 
R 9 T*^ti5 rjtjfcsnwTfc£^kKD*x7$ A*j cd rg^gj £ 

7->;u**^ (#K 7-feh+x 7 p okr^;i/^v^£©c 1 _ 6 7;wi/- 

#;k#x;k**~> ;^>y-f;M-*->&£) > (ii) C,_ 6 7;Un+v-^;i/^ 
x;i< (#J, ^ h + ^*;paj?-;k Xh*->#JUfc;k tert-y h*i>#JM? 

x;^«jf) , ^>y)itti/ti)\, c,- 3 7yii/ (00, 7-fe3Mk yntr 
*~)vu e<d c , _ 2 Til*)],- ft )v#-)vts. E ) » c x . 3 7;Mvk* ;k* - ;u m, 
*^>x;k*xji>ft£) 43ct^c 1 _ 3 7;^;u (00, *^;k jl^jike) ■&£ 
frzm&nzwmm*i$.tziZ2m&LT^Th<iL^7^;g; (mitm : 75 

*M-M>yJPt+y*J^^7$ A 7-fe3 1 ;k7$A A*>7Jk* 

x;k75A *^;k7SA v*^;k75A&a , (m) c 3 _ 7 v^d7;p 

J;7JfC 1 _ 3 7;m^S> (0*1, *h*~>, Xh + y&a ^SatftlSltlfcSfcl 
f«$:^L3«WLT^T ! feJ;^C 1 _ 1 o ($?£U<teC,_ 4 ) 7;k3*->* (0»J, 
^ h + y. I^y, Zfu^iy. tert-:7>+v, is))/-** is% 

Jtomy-l-Ih + y, ;* h+v'* h*->, Ih^y/h^y/ia 

(iii) E*0**«fc^c 1 _ 6 7;wi/* («, A^;k x?Mk ynt?;k <f 

V7QHJk 7^;k -fV^k sec-^Jk tert-y^;k ^>^Jk -fy 
C,. 6 7W-N-t:HD+y757I («, N-^^-N-t h*D+y7 
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5 A N-X^JU-N-tl*D*->75/fc£> ttHtfmtfZnZ. £bfc# 

R ,0 T^$n5 risgisnTv>Tt)«t^c 1 _ 7 7;i'+;i/Sj © rd_ 7 7;k+ 
;pSj <hLT«. m«nt£Ii:£«#&c 1 _ 7 7;M i ;us *^;k x5P;k 
5 ;/Ptrjk <y7Ptr;k 7^Jk -ry73Mk sec-y^jk teri-T^k ^ 
>^;k -ry^>^;k **^>^;k '\*->;k ^^fc^) fcifa^tf 
ens, £©?-£c 1 _ 3 7;wux ^^k x^;k 7Pt?;k <y^o 

R 10 T^$n-5 rgjfc$nxv>Tfc«fc^c 1 _ 7 7;wi'£] © rgg^j 
io Ttt, iilBR 9 T^$n^ rg^$txTv^Tt)ctviC 1 _ 7 7;u^;uSj © rgjft 

0M.tfAoy> (#y, 7y*, jus, a^m&a , c,. 3 7K^ 
is pwk x^;k 7Ptf;k <v?u\L)\,tzii) , c,_ 3 7;H]+'>s 

*h*v, ih^y, yp#*->, -fyyn#*->&£) ^Wbtis. *t 

ff*L<ttlfc^L3fi*b*avr'bJ:<, fi&g»a*2fl£U:©«^ £g 

R 9 fct »^l<«, «iftsnfc^ttC3-77;p^;uai*fcttflHft$nfcC3. 
*;us*fcttt HD+->ST?**$nfcc 3 . 7 >'^P7;^;i'*T»*. £©e> 

25 S*lTtr>T&«fctr>C 1 _ 3 7JWl'£. t KP^xSTfi&SnWTfcit,^ 

_ r >^D7;i/^;pa> ty-Cj^yji/n+y/i/, n-c 1 _ 3 7;wp-n 

-th'D+y7$;l, b h*P*v7S/S&<i:t>0f£L^ o R 9 te> ftfcSfi; 
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R 10 teU ff*L<tt, BSI$nTVJTt>«fclr»C 1 . 7 7;i/*;i/*-p»-5. £<dK 
ff*L<tt, t Ko + ->STftSlSnT^T ! b«t^C 1 _37;i'+;PS)&:<!:'Tf»5. 

5 (VIII) OjffSL^tLTtt, 

io $f,i:^l<ll 

R 9 #Ml) 1 $^U2fflOt KD + '>S'Cllft$ilfcC 1 . 4 7;WH, (2) 

k h , o*yitii$nfcc 3 . 7 >'^n7M;n, (3) c 1 _ 3 7;m 

15 £tl£. 

(VIII) (DMfoMtLTte, 
3- (N-^>yJhN-^^7$/^JH -4, 7 - V h H □ - 5 

(2, 6 -> ? 7;u^-n^>> ? ;p) -2- (4-^d7da 
>#;u^-;U7 = /7zr;W - [2, 3-b] EUy>, 
20 5-^>yV^-3- (N-^>v;i/-N-pC5 1 ;i/75 7^5 i ;i/) -7 - (2, 

6- y7^P^>y;W -4, 7-S?hKD-4-t*V-2- [4- (3 
- h F n^y - 2 - ^fJl/7n k°t-;i/7 $ ; ) 7x~;H fI7 [2, 3- 
b] tf'JvX 

5- (4-7JM-p^>V*f JU) -3- (N-^>y;KN-^^75y^ 
25 ^)V) -7- (2, 6-y7Mo^>^P) -4, 7-ytKD-4-t+ 

7- 2- ( 4 - y i7 D 7D/1 >*)^ - ;i,7 5 7 7 1 " [2, 3- 
b] tf'JvX 

3- (N-^>v;i/-N-^^;U757^^) -4, 7-ykHo-5--f 
V7^y;i,-7- (2,6-y7MP^>yJW -2 - [4- (3-th'Dt 
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i/-2-*7)Vfu\ZHr=.)V7^J) 7i-JH [2, 3 

-b] tf'Jy'X 

3- (N-^>-/ihN-^fJl/7 = y/^) -4, 7-ytHP-5- < 
y79-V)V-7- (2,6-y7MD^>yJW -2- (4 -N' h*-> 
5 9K F7x^jl/) [2, 3-b] tfllvX 

3- (N-^>^;i/-N-^^;U7^/^^;i') -4, 7-ytFP-5-^ 
77?U^-7- (2, 6-v7;U^O^>fy;U) -2- [4- [ (1-kH 

p^yy^Dyp^w^M-^ay] 7i^]-4-^yfi;[2, 

3-b] IfUvX 

10 (R) -4, 7-yth*P-2- [4- ( 3 - k K □ + 2 - *3\>P:/0 tf 
^--;i,7Sy) 7x-jM -7- (2, 6-y7Jl/tP^>y» - 3 - (N 

-^>x;u-N-^5 L ;P7^y^^;i/) - 5--ry^u^-4-^-+y^x 

/ [2, 3-b] tfUvX 

4, 7-yhh'P-2- [4- ( 2 - k H □ 2 - ;WP7*n tf 

is yjL~)i] - 7- (2, &-^y)V^ru^yi/)V) -3- (n-^>>> 

;i—N-^^;P75y pWP) -5-rv75 1| J^-4-t+yfi7 [2, 

3-b] tfUv>, 

4, 7-ykHP-2- [4- (3 - t h*D + y- 3 -^f JI/7*^'J ^75 / ) 
7x"JI/] - 7- (2, 6-y7MP^>yJW -3- (N-^>v;U-N 

20 -5-fv7?u^-4-t+y^xy [2, 3-b] 

tfu^x 

(R) -4, 7-yth'P-2- [4- (2, 3-ytFP + y7Ptf« 
75 7) yiL-)\s] -7- (2, 6-y7MP^>yJW -3 - (N-^> 
y^-N-^W=//^) -5-^y7'fiJ^-4-^7fxy [2, 
25 3 -b] tfUv>, 

3- (N-^>v ? ;U-N-^^75/^5 1 ;l') - 5 -^>7-OU- 7 - (2, 
6-y7MP^>yiP) -4, 7-yth'P-2- [4- [ (1-tKD* 

e;W ^;i/^-;u75/] 7ixjH -4-^7^x7 [2, 

3-b] Wiisy&tzte^ftbVWlEtfmitbft*. 
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tlfrTb. 3- (N-^>v;P-N-^5 1 ;i/7$y^^;P) -4, 7-yt 
Kn-5--fy^'JJP-7- (2, 6-y7Mo^>y^) - 2- [4- 

[ #;p#x;U75 y ] 7x-;u] -4-tf 

*7^X/ [2, 3-b] eU^>*fcfct£0i|W*»*U>. 

(i) *5ckrWb^« (vim ©JfitLT«, ^s^WfcfFgsnsKtt 
7jv*uwem* y?-)im, ya^> ess, tk>s % *x>k, n/\ 

9Wt* V>dwt. **>Z)U*>M, ^>-fe?>;uu*>it, p-HPx>yUPsfc 

>»fc£) tOU&MHSnS. (I) J&*KteS£WLW£*£tt, 

(«, ^HJtfA, rtU^A, #;Pv7A, &tsii2<D7)\, 

>> yl^y-Jl/7SX h'JX^/-;|,75>, ^>^D^^75>, 
N , N ' - ^ > x^x^ 1 l/>y*7S >t£ a) t ±W¥W \zWm £ ft* Jftfc J&fc t 

fls£fc (I) (4, *HB¥9- 1 6 9 7 6 8*t&«, 

wo 96/2459 7 *&*fcBfj02f8c*fcttc:*'i5 fcSfnTS^fttC «fc 0 
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m~&& i ) 




(no 

its® (i) 



5 ±t3^:4>, ljjjkbis*. ^(Dmo^mmtmtitmMm^-f. 

(II) #W¥9 - 1 6 9 7 6 8#^IBlClH«0^*fciiCtlfw 

(ID £;&;k#-;t'5M'5^V-;i' (N.N* -*)l/^y>f5^; 
CD I ) f;fc«#*y> (-«#:fe«ktf=*#t>£tr) 

15 (iv) ^"Cfl^fc (in) fl:^* (0 &mz>o it 

ft^-^ (iv) on tzuugmx-TsT-Mk&m <m. t> 
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t, *;p#-;ps?-f$^/-;u*fctt*xy>*©^ffl*fi. itsm (in l 
K»ntbTtt» fliAtf, x-x;mi (#u x^;i/x-x;k 

>^h*~>x*X fh7tHo77»5:t*) , Sr«gMt**S <0!U ^> 
ifX h;WX>fc£) , 75 K» (0!K ^>^*;UA75H» v*5MI/7-fe 

15 ^ riggj £UTfcJu 011*. #, RR^-h'J^A, fti6**^hU^ ^Bt 
#U2A, R»***U^A, tR&^HJ^A, tK&«U£A, 

K I"^SJ O^fflfttt. fc£r#> (ID l^HC^U 1)2^20^ 
20 ff*L< tt, 5 *JU~ 1 2 ^e;UT*S. 

^ir»7?ff t>n*^i» (no (in 

(III) <Z>&fflM«> fc£*J (ID Sfcttfl^fc (IV) l^HCttU »2--2 
O^Jk #£L<H *55-l 0W$5. Ml *U0~1 5 

25 OrT&O, $FSU<«^aT 5-2 5*C) T&&o S^Wtt, 5I# 

lj)Vi£-)WM^?'S-)V&tz.\t*7>V>£itG® (III) til TO 
tft^ift (II) t&m2-&Tb£l\ 
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(8jfift2) 




(V) 




vc&m (i) 



ft&% (V) tt, M^tfp--hD7i-mh>, ->7 

/ItllXT^IftfciWf^K^t (#J> Chem. Ber., 99 #, 94-100 
10 K, 1966 ^) , f#^nS2-75y-4-^5 L JU-5- (4-'hn7iZ 
;W ^7i>5, 4#W¥9 - 1 6 9 7 6 WO 9 6/2 4 5 9 
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it&m (vi) tmzrz) tRjcs-fr. ft&& (vii) ^nTHratRisK: 

ttU ftfrfe (I) 

(benzotr iazol-l-yloxyt ripyrrol idinophosphonium hexaf luorophosphate : 
PyBOP) U£tfimtfe>tl&. 

3Sr#«K<fc**s (w, h;kx>&a , T= k« (#i, 

*;i/A75h\ xpWI/7-feh7S , Apy>-fb^b7K^ (#K 2 

(VII) £&S<7)#£-F, HUtElSfclttT. 

^ r:&gj ©&/flftte, (vii) l^ju-fcfu ^2^1—2 o^;k 
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%mmmt*mm w. ^>-t?>> h;kx>&a . 7$ Kg («, 

a*, &o~m 50t:> #£b<fct ^st (tti 5-^2 

©R 7 #7;WU»CD«£, (V) Zmmt2tlfzit&® (VI) ££fS£ 

(I) £t#£o 

10 iSttftsnfcft-&« (vi) mtf. jr 

Jfc£IiJB»£#AfcV>»Sfc»a&*, W«7;U5-*AKII&iffc£4& (VI) £ 

15 tfe>n^. 

rw*7/P$-^Att*j £>&ffl*te, (VI) i*;n~#U i~ 

20 TOiSgte, *9 0-1 5 CC, ffSKUSiT (#51 5~2 5*0 

{L£t> (V) SffittflsSnfcfl:^* (VI) tKfo2i£Z>zt\z&K>. mmKfo 

tfifttoti* its® (i) tmztiz. 
m Htf;® (v) j (D&mmiz. its® <vn fc«fcw«7;u^*Attiii© 

SftWtt, ffiS, U0-150t:, #£L<«^igT (*Ul5~2 5t:) 



WO 01/78780 



PCT/JP01/03i89 



20 



RmftlBHt* m%Z®l~~4 8P#r^T^S. 

4b£#i (i) ^»T#e»nfe^^(c«, v>te;-e-ni;:*P 

(VIII) £fctt*©ttfcJU gfr^ftlO^, fllfctf. WO 95/28405#& 

wo oo/oo493^«fcffi«©*fe*fcttcnfc:Jlirs^jSk:«kO«ifi"r*^ 
£6lc> rM»^;uqE>^m^ ; &> (GnRH) ttStftyflfcjrrfcfcfc 

$j tLTm^znzffi&mmmmt&yitVTteTmik&yi (do 

tt USP 6159975, USP 6077858, USP 6077847, W0 00/53178, W0 00/53602, 

W0 00/53179, W0 00/53180, W0 00/53181, W0 00/53185, W0 00/69433, WO 99/51231, 
W0 99/51232, W0 99/51233, W0 99/51234, WO 99/51595, W0 99/51596, W0 95/28405, 
W0 97/14697, WO 97/14682, W0 96/24597, W0 00/69859 4|&«&£K:fB*$tt 

(13 HRjS (IX) 




(IX) 



R 



17 
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R 1 1 , R'^^tKR'n^n^niWI-^^^S^oT (i) 7jc^M^^fc«(ii) 
©ifi ; 

C2] r 1 1 , R i2 *«kr;R l3 ^n-e*niRi-*fe«s^oT 

(2) Sft£ftWTt><fctr>gHfc7l<a§g, 

(3) Bft£*lWTt>«kV>7S'JI'S. 

(4) Bft$ftT^Tfc«fcV>&^liC^K:iK£#£WT5te^S, 

(5) 3£ -COO-R 31 R 31 «tK^H^ g&£ftTV>Tfc£^{t; 

(6) a -co-nr 25 r 26 (at* R 2S \*7kmm?. mm^nx^xh^ 
£fc**S3^ttc 1 _ 10 7;u3*->*, R 26 te*mm?£fz\$m&tsnx^x 

(7) ->7/£> 

(8) - hnS, 

(9) j£ — NR 1 8 R 1 9 R 18 & (i) TK*®^. (ii) IftSnT^T 
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fc«fcH|fcfc#**, (iii) mm^nx^Xh^7zy)im. (iv) ^ -O- 
R 23 R 23 «*^T> «**<lT^Tt>«fc^C 1 _ I0 «ft**S, Sift 

n-z^xh^mmmm^r) xmznzm, (v) ii$nT^tfe«t^i 
mmmstzfc (vo ^ -s(o)t-R 22 tiio~2©iic^ R22« 

£ ; R i9 te7jcfSf]f7, wmznx^xh^mfcjmmztzim&tstLx^x 
mznx^xh^mvtT^/mzmf&tz) xmznzm, 

(10) ^ -O-R 23 (5£^ R 23 (SHulBch««^T) T^tt&S, 

(11) i£ -S(0)t-R 24 (i^ t(iO~2©It^ R 24 «7jc^^, M 

& $ nx fc «fc ^m^tk^s * $ nx t> «t fr>$*$£ £tkT) 

R 14 ^ (i) B»£ftT^Tfc«k^8Mb7MS£, 

(2) B&£ttWTt>«i;^7->;i/S, 

(3) B^$tlTtiTfcJ:V^^T{3^#^Wr-5^mS> 

(4) 5£ -COO-R 31 (a*, R 31 ttififH<h|W|M^7K-r) 

(5) 5t -CO-NR 25 R 26 (£*> SI3#ttlfflE£H***S?-> T3t£n 

(6) ->7/»; 
R 15 M (1) 7K^^, 

(2) AD^X 

(3) Btt$nTHTt>«fcV^k7K*S» 

(4) g&£*m>T ! b«fc^7->;i'g, 

(5) «»**lTUTfe«tlri«*]R^K:tS^S#-r-5**g!*, 
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(6) a -coo-r 31 R 3i imtztmMm**-t) T%znz>m, 

(7) a -co-nr 25 r 26 (5£f* ftc^ttwctra*«&*r) T^^n 

(8) y7/l, Sfctt 

(9) 5£ -O-R 23 (j£+> R 23 «WfSi:|slM^^T) TS£n$S ; 
R 16 *Ml) tR*!^, 

(2) «tftStlTlriT'b«k^Mt*3!lS» 

(3) M&£nTUTfcck^7->;U», 

(4) «»snTi»T i b«kv»K*B : ffciig^ftwr*a*ai*, 

(5) 5£ -COO-R 31 (5£+, R 3 MiMiei:|WIic«^T) T3t£nss> 

(6) i£ -CO-NR 2S R 26 (5**, ME^teME<h|p];lc«£^T) 

(7) y7/I; 

R 17 #(i) (1) l~3i@0ADy>TB&$nT^Tfc<fcV>C 1 _ 15 7;i'*;k 
(2) C 3 . 10 y^D7W;k (3) C 2 _ x 0 7;i^r~;k (4) C 2 _ 10 7;Mr 
~;k (5) C 3 . 10 y^D7^JK (6) C 6 _ 10 7'J-;k (7) C 7 _ 20 

(8) -hn, (9) tFD^y, (10) j*;kfr:/K (11) 
V, (12) (13) y/y. (14) fc^/TO-Ok (15) #;km^> 

;k (16) c l . 6 7;u3**>-*;i'^-;k (17)tji^ (i8)/\py>, (19) 

0^,7^11 + ^ (20) C 6 _ 10 7U-;k**~>, (21) C , _ 6 7;i/# )V 
**~>, (22) C,.^^)^ (23) C 6 . 10 7'J-)W, (24) C, 

_ 6 7;wux;u7^-;k (25) c 6 . 10 7*)~-)vx)iy^ -;k (26) c,. 

6 7)l*)lZ)l*~)l>, (27) C 6 _ l0 7U-^X;^-;k (28)75/, (29) 

c 1 _ 6 7;^y-r;y7^y, <30) ^/-^y-Cj.j^rs;. 

(31) C 3 . 8 y^P7)^l/75y, (32) C 6 . 10 7U-^7$y, (33) C 

,_ 6 7;u*y-r;k (34) c 6 _ 10 7U-;u-#;ktf-;kfej:tf (35) 5~6M 
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c 2 _ 10 7;^n;i/S, c 2 _ 10 7;M^:;k*> c,., 0 ^dt)^t=ljv. 
c 6 . 14 7 | J -;k*&=fc c 7 _ 2 0 7 bii tfns c , _ 2 0 k^** 

£&, 

rCj.^Rft^ij it. c 1 . 10 7;^;pai 4 c,_ 10 ->*P7;u*;H£, 
c 2 _ 10 7;^-;ps, c 2 _ 10 7;^-«. c 3 . 10 ^n7^k c 6 
_ , o 7 »J -;ps*fc«7x c ,. 4 7WS*, 

r7~>;ugj rcj.^yv^sj it, *jk=uk Ci.^w-* 
;k#-;k c 1 .,7;^+y-jjMzjk c 6 _ 14 7U-;u-*;^-;k c 
6 _ , 4 7 u -^tf+^-^kfcjk c,. u 7U c , _ 6 m;h*f 
C 6 _ 14 7U-;P-C 1 _ e 7;P3+'>-*;|,j|?r:;k c 2 _ 4 7;p^-;i, 
- * jktf -;k c 3 _ 6 zs? a 7JWh #;ktf - ;u^fcfiH^ttc 9 _ 1 0 
^;^k7jc^-*;k^-;PSr, 

r«*«*j it. (0 Slg^e 

m\-£ti^^nm^iu^L4m^5-8^mmm&. (2) &$*sR£ft 

fc ttlft o T 2 £ fc it 3 IS LT«£*lS2PlftfcL<te3gi 

tt«r^«*at«, (3) ±K**ai»t^>^>5m**:tt2flt*j«f^ 

rgi«75y*j it, mmmf, mnm^^u^mmT^^mitntzm^ 
*z e>(c i fiWL wrfcck^ 5 ~ 7 £^3fc*st#a&, 

r«asttWTfc«fcir*iMfc#**j , rnift$nTHTt>«fcViC I . X0 ^k 
*^Sj . rn^$nri/iTt)j;^7'>;i/Sj . rm&znx^Tb&^c^ 
20 7vjpsj . r«jisnT^T , b±^c 1 . ao 7;w^;p*=;uaij 
re^$nT^Tt>«tuc 6 _ 14 7U-;k^;k*-;u»j © rg&gj & % <o 

AOy>, (2) -HO, (3) -hDV, (4) v7A (5) lililt (i) 
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t c,.,?^^, c 1 _ 3 7;m+i/-c 1 _37;u34 i v> c,_ 3 
5 *;k (n) c 1 _ 4 7;^v-r;p^fcnc 2 _ 4 7;u^-y-i';k (iiOApy>, 

C 1 _ 3 7;Un*->&=ktf C ,. 4 7Jl/*;W^Ititi§iil^.l ~ 3fiWLT 
^Tfei^C 6 . 14 7U-^-C,. 6 7MJK (iv) /\py>£l~3flWL 
WCt>«fcV>C 6 _ l4 7U-;k (v) C 2 _ 6 7JP^r-Jk (vi) C 3 _ 7 y^o7 

;k*;k (vii) c,_ 3 7;i/P+v-*^fc;k (viii) ty-ifcSv'-c 
io !_ 6 7;i/*;u75 a (ix) c 2 _ 6 7;^-;i/75 a (x) c 1 _ 3 7;up^-> 
-#;k#n;k (xi)*;u^;u*fcttc 1 _ 6 7;P*^-*;p3S-;k £fcte(xii) 

C,_ 6 ->^P7;U*;^*^-*;U#-^«rWbTWfe)«tVik h'P^k (6) 
SC-S(O) t -R 27 U20~2£>Sgt R 27 tt(i)7K*HE : F*fctt(ii) 

Apyx ~hP> ->7A tHP+k **v, #;u#*v;k 
is ^7y-c 6 _ 14 7U-;kfej;^APyvc 6 _ 14 7U-;u7&^s«n§B«i* 
$i~3<@-€-ti^nwbTViT i fe<fcViC 1 _ 6 7;wk c 6 _ 14 7U-;k$fe« 

C 7 . 20 77WT»5) Tf^SnSi, (7) 5$ — NR 28 R 29 (iSt, R 2 

+;k75y-c,_ 5 7;wk c^.^kp+x c 2 _ 6 7;ky^;k c 3 _ 7 >- 
20 ^D7MJK 7i-JU 7i-JhC,. 6 7m Cj.^^y-r^ c 
3 _ 6 7;ky/<;k C 4 . 7 y^a7WJk*M-JK 7xZJl/-C,. 6 7^ 

+;u-*;k^njk Cj.eT^n+v'-*;^— ;k 7i-jv-c,. 6 7^ 

i/-*^-Mfcli5-8ll^SlT$5) T^$n*S, (8) -c 
O-R 30 R 30 «, (i) tK^M-?, (ii) th'a+k (iii) c,., 

25 0 7;u+;p*fc» (iv) Apy>*5i:^-hP^e>ii«n-5gm*^i~3W 

LT^T ! b«t^C 6 _ 14 7 , J-JUTe^$nT^Tfe«t^C 1 _ 6 7Jk^+X 
(v) C,.,^D7W;P, (vi) C 6 _ 14 7'J-;k (vii) C 6 _ 14 7'J- 
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(viii) C 7 _ 20 7^;i^;k (ix) 5$ -NR 20 R 21 R 20 

a**^. «*snT^Tt>«fc^c 1 _ 10 Rft**», mftsnx^xt)*^ 
c 1 . 20 7^»m, s -o-r 23 (set, R 23 «ifftBtiwiic«^^-r) 
ns*, ■Jft^nT^T i b«k^ii*j!i*sfcttSC -s(o)t-R 22 (at, & 

Sfctt, R 20 iR 21 <i:«^1-§^m^i<i:t)tcM^^ 

nTVixt>«t^5a*i75ys*^j*T«>] -ei^nsi, (x) 5~sm 

C,. 4 7M;i/7$/, C.^T^ + y, Any>, - h p^tfc ,_,t;p 

io +;w^atfn«s«is*i^3flwi/T^Tt>«kii5~8M*iis, do) 
tju*, (io th*n*y, 7^y, ty-s&tt^-c^TJWUTSA 

£l~3f@WLWTt> e fc^C 6 _ 14 7 l J--;k (12) th'D+i/, 757, t 

y-*fc«> ; -c 1 _ 4 7;wP75/, c,. 4 7^3^>, /\ny>, - bn^ 

15 <fctf c j _ 6 7^^6i«n5BftS4 1 - 3 fflW LWbi^ C , _ 7 v 
fD7», (13) C J _ 6 7;^l^>> J ^^X (14) **y, (15) fP** 
7, (16) th'D+y, 757, ; Ey-^dJy-C 1 . 4 7M^75/ > C, 

_ 4 7;m^v, Apyx -hp*3J;^c 1 _ 6 7;w^e.s«n§M^ss: 

l-3WLWTt)J;^C 2 . <i m-JW (17) tHo^y, 757, ^Ey 

20 -Sfe«> J -c 1 _ 4 7J^;u75y, c 1 _ 4 7;U3+x Apy>, -hp&j; 

^7MJk (18) kFP + X 757, ty-Sfctt^-C^TJMWT 

sy, c 1 _ 4 7;up+x Apy>, -hp^ e ttxc 1 _ 6 7;p^;^e.^«n§ 

iii^ l-3ifLT^Tt)i;^C 2 . 10 7J^-;K (19) kHn+y, 7 
25 5y, ; Ey-^/i«^-C 1 _ 4 7JWP75y, C 1 _ 4 7JUP^X APy>, 

- h p* c , _ 6 7)v*)Vfr zm&nzw&mz 1 ~ 3 law lt^t t> ±u 

C 7 . 20 77W, (20) 75>Vi5j;tf (21) 7v ? H^e>Sfin§ l~6fi 
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c«£#£*rrs**il!£j'© rg^Sj tt, (0 c,_ 6 7;k*;k (2) c 2 

. 6 7J^-Jk (3) C 2 _ 6 7;k£~;k (4) C,.,^D7MJk (5) C 
5 . 7 y^D7Jl/^K (6) Ce^oTU-^-Cj^T^+Jk (7) C,., 
4 7U-;k (8) C^.T^ + 'X (9) C 6 _ 14 7U-;M-*v, (10) C, 

_ 6 7;^y-r;k (11) c 6 _ 14 7U-;p-*;^-;k (12) c^.t^*/ 
-i*;k**:k (13) c 6 . 14 7 , JHi/-*;^M+-x (i4)*;w#+^;k 
(15) c 1 _ 6 7;m^>—*;^^>'k (16) ^kn^-ok (17) n-*/- 

C,. 4 7; WU2> )Vn^)V. ( 1 8) N , N - v - C , _ 4 7)V*)V13 ;W W Jk 

(19) 3-6*gitt7ay*;i/#~;k (20) Any>, (21) t;-, 
Sfctih'j-Aoy;-c 1 . 4 7M;k (22)^*7, (23)75i>A (24) 
■1*5 a (25) 75 A (26) ; ey-*fe«^-c 1 _ 4 7^^;i/7^y, (27) 

3~6M3S#75A (28) C 1 _ 6 7;U*/-r;U75y, (29)^>X75h\ 

(30)^;w^-f;U7sy, (3i)N-c 1 _ 4 7;^;i/*;uA ; E-r;i/75y> (32) 

N, N - y - C j . 4 7J^J^il'/t : &'f JI.7 5 7 , (33) C l _ s 7)V^V> 9 J^r 
(34) -B(OH) 2 > (35)hFo^->, (36) X#*-X (37) -ho,. 
(38) ->7;, (39) ^M^K (40) TJk*, (41) 3Jk7 V J \ (42) 
*X*A (43) ^77^^. (44) C^^MM^yt-f^K (45) 

> f -c 1 _ 6 7;^;^;u7 7 : &-rJk (46) c 1 _ 6 7;w^^-, (47) 71- 
(48)c 1 _ 6 7;Wi/x;i/7-r^Jk (49) 7i-jw;p7^-;u (50) 
c 1 . 6 7MM^;H3J;^ (50 7x-;i/xju*-;i/^e>a«n« i~6 

rBjfc3ttwTfcj;tr>8Stt7s a«j © rg^gj c 1 _ 6 7^;k c 

6 _ 14 7'J-;k 7i^-C,. 4 7W, ^>XkHU;k C,. 6 7W 

-#;ktf -;k c 6 _ 1 4 7 1 J -;i/-*;^-;kfc«fc^c , _ 6 7;k^*~>-#;i/# 
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(3] AtfgmmTT'&zmB cd tm^it^^rzittcD^; 
C4] B^mm^x^^mm cd tm<Dit<&®£fcfc^<Di& : 

C5) Drt^fH^T&StufB [1] tim<Dit^m&tz\t*:(D*k ; 
[6] m^lT^?>HUie CD McD^tl^fc^©^ ; 

^nT^xt>ct^c 2 _ 10 7;^-;us. B&£tiwT*><£^C3_ 1(r >^D 

^ — NR 20 R 2 1 (5**, R 20 ^tK^E^ S^^tlT^Tfccfc^C^^M 
ftTKItX, Sm^nT^Tt)=t^C 1 _ 20 7v;US, e^^tlT^Tfei^t: K 
a^vS. fi&£nWTt>£(^^g££te5£ -S(0)t-R 22 (3;+, 

t 2 r ^tfymm^ztzimmznT^Tb^c , _ , 0 ^{t 

2>\ £7cteR 2 0 £ R 2 1 <h/W?!£jrr3g3f JH? £ £ ft WT t> J; 

#7$/S£^firrs) T^nss, sfc«5£ -o-r 23 cat, r 23 ^ 

ftT t> J; ^ C 6 _ , 4 7 U -)UZJl* ~ £ fc ttBM $ nx *> «k 

(8] R 12 fei^R 13 ^7K^^tr^^»Buie CD E*©fc£*i>*fcJ4*©Jfi ; 
CIO) R 11 ^ (1) (i) C^JJWSfcttC^.T^ + yTfiftSn 

T^Tfe«k^75y**fctt (2) C 3 _ 6 v^D7;WUT'M^^nT^Tfcck 
^C 1 _ 6 7;Hi^vST*^buIS C9) E«©fl:^«Sfct4-€-0* ; 
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tin r ,4 ^\ ^n^nmm^nx^xh^c 1 . l5 7)i^)i^ c 3 _ 10 
y^D7MM, c 2 _ 10 7;^-;i/*> c 2 _ 10 7;^-;^ c 3 _ 10 ~>? 
Djj^-iH, c 6 _ 14 7U-;us^fc«c 7 _ 20 7^;i/^;uST$.sfiis 

ci23 r 14 ^\ m^nx^xh^c^.rji^jmx^^mm cn te 

X^Xb&^7^yXW&t£tlX^Xh&^C , _ 6 7^^;UST^^HfilB C 1 ] 
[14] R 14 7^\ ^ -(CH 2 )n-NR 20 R 21 [5S4 1 , n#l~3<Z)g|t 

j;^c 1 _ 20 7->^s, g&^nT^Tfej^t fd*->s> m&znx^x^ 
£^mmmmrz.\tt -s(o)t-R 22 (^t, t^o~2©it$, r 22 ^* 
tk^h^ ^Ac^H^^nx^Tfe J:^c , _ , 0 m<t*mmx$>z>) x&znz>&. 

m&Tz^mmTttbizm&znx^xb^mvtT^jmzmi&T^ x 
mznz>Mx$>z>mm en %m.(D\t^^tc\tt<Dm. ; 
[15] r 14 ^, N-c 1 _ 6 7;i/^;u-N-^>v;i/7ay^^;i/ST'fe?>Bff 
ge en tm<D{t$®£fzte*:<Dm. 

[16] R 15 ^\ TK^M^ ADy>> H^^nT^Tfect^C^!^^^ 
S> m^£ttT^T&<fc^C 3 _ 10 ~>^n7;Wl/a. fi&£*ra>Tt)=k^C 
2 _ 10 7;^-Jl/», g&2nxi>T*>cfc^c 2 _ 10 7Ji^-;i^ gm^tix 
^Tt>ck^C 3 _ 10 ^^P7;i'^-;i/S> M&£ftWTt>cfc^C 6 _ 14 7U- 

mm$nT^Tt) e t^c 7 _ 20 7^;p^;i/*> e^nx^Tfcefcuc, 

-o-R 23 R 23 fc7kmm?£tcit, ^n^ng&snw 
x t) «k ^ c , _ , 6 7; wus. c 3 _ , 0 o 7)i*)um, c 2 _ , 0 7;i^ x;i^ 
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7 'J - j^Jl/*z;H L < lilillTSS) T&SitufB Cl] mm<D{t& 
[17) R 15 #\ (l) C^gT^n^v-iJ^fc^S, (2) APy>£fc 

[183 R 16 ^\ TK^M^ li^nT^TU^C^.JMJH, 
nt^Tt>J:UC3. ]0 y^D7M;H > W*tlWTt>±V>C 2 _ 10 7;P 

WsnTWbi^c r . l0 77K;HT*4WS d) EtK®fc£4b£& 

[2 0) R 17 ^gm^nT^Tt>J:^C 6 _ 14 7U-^ST^-5MIH [1) flgft 
§B*c©{fc£tl££:f;i^©i& ; 

SSHHf! B^aSjRS^fcttia**^ ;m*i0ttV>U3O»ft; R 1 \ r 1 2 

wtfR^mfnpn-sfcuji&^T (i) **fi^*fc« (ii)Ki 
ftLxm&tzm R 16 tf*m%?zrz\zi%mm?$:ftLTi&£-tz>m : r 17 
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(2 3] -«5S (e) 




&B2^-«|fj|Bi|p]it«] TS£n3M2 CI) fBi£©<t£«fcte^- 
(24) R 14 #. 5£ - (CH 2 ) n-NR 20 R 21 (:£*> n^l~3(7)S^ 

.«fcV>«&33g*fctt5C -S(0)t-R 22 0£4>, t#O~20g3t R 22 ^tK 

r 2 w**!*^ c j _ j q mtfcm&&tz\mmznT^T*>& x _ 2 0 7-> 

£fcte, R 20 <hR 21 <h^«T§^M^<h<hfc(3gm$nT 

(2 5) -fl£5£ 




om. : 
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(26) R M # (I) (i) C 1 _ 6 7fr*)l>l£rzl,$C 1 _ 6 7)l,n*isrW&t<n 
X^Xh^iJ)W\^ ;k££« (ii) C^^M^-^Jl/fc^Tfi&Stt 
T^Tt)J:l>75;*Sfctt (2) C 3 . 6 y^D7mTfi$nTHTfcj: 
^C,.,7^ + xS ; 

R 1 4 tfN- C , _ 6 7^;i/-N-^>^;i/75 / ^;k* ; 
R 15 ^ (0 C^J^+y-^jJ^-iH. (2) AD^JfcttC,.^ 
J^+y tli^nt^t fciUC c . H 7 'J - Jl^SSfclJ (3) 
_ 3 7;Wk* ; 

(2 7) R 11 ^ (1) -hDl, 

(2) (i) t KD*$/T*&SftT^Tfc«kV>C 1 _ 6 7;M i ;k (ii)hKn* 

;k (iii) C^JKJK C 1 _ 6 7;p3 + '>*fettAoy>7fiHft$nT^ 
Tfc«fcV>C 6 _ 10 7U-;i'-#JP:fc;k (iv) C 3 . e y^7WJh*W 

x;k (v) c 2 _ 4 7;uy-;i/-*;i/fc;k (vi) c^^^+y-^M 
x;k (vii) c.^m^sy-^jtok (viii) c^.j^D+i/ 
7 = /-;fr;k#-;k (ix) 71^7$ /#;u#x;k (x) c , _ 6 7;k*;k 
x h p*3«tocc 1 _ 6 Tfruz-isfr zm&nzmmmz 1 2 m^n^tus 

jkfr;kfc;k e^7u;^ji/^-;i/^fett7'j;^;u^-;k (xi) trus? 

;k*;ktf-;k Cxi i) C^^H^M^, (xiii) ^x-jUTJk*- 
;kfccfctf (xiv) c 1 _ 6 7;W^B^^nT^xt) < kVi7xxjpx;^x;u^ 

(3) tfp»j;ua, sfctt 

(4) C,. 6 7WJK C 3 . 6 ^D7W-C,.,7MMf;ttC 1 . 6 7 
R 14 ^\ (1) ADy>, (2) tHD+y^l): (3) C,_ 6 7;Wk 7x~ 
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)V- C , _ 3 7)V*)V*>£tti?- C,_ 6 7)V*)V7 5 J - C , _ 3 7)V*)Vfrt>M 

ifeii2fi|[LWTt.<t^c 1 . 6 7JWH ; 

(1) APy>, (2) AD^^SfcfiC ,.,7 WTWSnT^ 
T%>«kV»7x=^*, Sfctt (3) (i) C,. 6 7MJk (ii) C 1 _ 6 7JI/+;U 

(2 8) 8- (2, 6-y7MD^>yiW -5, 8-ykHP-2- [4 
- (x^l/7S/#^fc;K7Sy) 7x-JH -3 - (n-^;u-n-^ 

>v;u7 = y^^;p) -5-**y-r s^y [i, 2-a] kr'j$v>-6- 

8- (2, 6-y7;i/tD^>y;W -5, 8-yth'n-2- [4- h 
*y75;*M^7$y).7x^W ■] -3- (N-pWU-N-'Ov 

;i/7 = y^^;i/) -5-**y<^y Ci, 2-a] try 5^>-6-#;u 

8- (2, 6-^7)l^n^>i^)V) -5, 8-ykFD-2- [4- (X5f 

ji/75y^M^7sy) 7i-jH ] -3- (n-^^;u-n-^>^;1/ 
<kv>SMt**s. (2)«tft$nT^Tfe < fc^7'>;u», (3)«m£nwt*> 
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nr 1 8 r 1 9 (a;*, r i8 &tmi, wWk-ztiT^Tb^mtTkmm. mmzn 
Tb^mmmmztctej!: -s(o)t-R 22 ess*, t&o~2©g&£, r z 

fcci:^T->;US^f^\ R I8 iR 19 <h^^L«T^^JI^tit)tCM 

3; -o-r 23 r 23 «tK*m^stc«, ^n^tis&^nwTfc 

±M<D^,mMm=f^\^x^r^tLx\t^ -s (o) t -r 24 (s: 
uio~2<Dii&£, R 24 «7K^Ji^^fc^ tn^nm^nx^xb 

±tZ3-ZTMkZnx^Xh£^J3)l#*i/)lgtLXfc, it -COO-R 

-t. ) xmznzmmf ^ns. 

±IB75 bMfc^nWTfccfc^^tf+v^StLTte, it -CO-NR 25 

r 26 c^*, r 25 &> xmm?. wm2nx^x$>£^m{t*mm£tzfc7)\, 
To r 25 ^ 26 ^ mmrz&mmi-t&izm&znx^xb^mttT^ 

£^jj)i#*^)ig:tLx\$. -CONH 2 XUkZftZg. ztzit*; 
- b L < « v- c , _ , 5 7)V*)\,*>)\,n^ L < te^E / - 1> L < 
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;k x?Mk n-7°ntf;k -rv7°Dk:;u, n-7^;k sec-73Mk t-7>;k 

^>?Mk ^v-Jk ^7*^, *73Mk /x;k 5^>;k >)>fyJK F 
X'>;k h'JfvJk rh7f>JK ->;^^tf tzfrXh. 

C l _ l0 7)\<*MW^<. mzC l _ 6 7)l*)\/mW£L^) , (2)C 3 _ 10 
10 y^DTWl (fy<hLT, 5>7o7*n£;k v7P7*^;k y^D^f 
;k ^o^+v'Jk y^DA^jk yi'Dti'fJk yi?DyzjH^$ 
tft>il, WfcC 3 . 6 yi'D7WWJl^ , (3)C 2 _ 10 7;i^X 

(mtLx, k*-;k 7U;k ^yT'D^k l-yf-Jk 2 -7*^ 

XJk 3 -7*xXJk ^yl-Jk 2-*3Mk7U;k ^i*- h i) xx;k 
15 z-^r^y-^)vm^mi e>n, &^TfcC 2 _ 6 7;k^x;k«7^£t<^) , (4) 
c 2 . 10 7^iH (0ytLT, x^x;k 2-7Wx;k -f V7°Dt?xjk 
7*^x;k t-7*^x;k 3 -^*i/~)VUE&mi <=>n, ^^Tt)C 2 _ 6 7;i- 

, (5)C 3 . 10 y^D7M^ LT, ~>7n7°D 
AZJk y^D^>f-ik v?D^*-fcx;i/#^*jltf£>n, &^Tt)C 3 _ 6 
20 y^Djjk^^H^Sb^) , (6)C 6 _ 14 7'J-;i/g mthX, 7xX 

;k ^-7^;k 7>hu;k 7it>hUJk 7-fe-?-7^;k 7>h^-fcx;u 
3^we>n, ft^Tfc, 7xxjk ^-7^;u»slv^) , ^=t^(7)c 7 _ 2 

0 77fr*)im iMtLT. ^>v;k 7i^m ^>^/bKU;^C0C 6 _ 1 

25 ©7x-^-c l . 6 7Wl«i^) &£^we>n5. 

±sBtf)£Ht*3?tSfcL B&^&ftlcw&BK 1 ~ em, L < 1 ~ 5 
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fi. mx\f, (l)APy>, (2)nhD, (3)~ hay, (4)<>7A (5)SmSC^J, 

7;pd*->-c 1 .,7;hi*>'. c,. 3 mm, kKp^-c,.,7;p 
c 1 _ 6 7;i/+ji/-^j;p^;k #;k**x #WE-f;k c ,_ 6 t;u 
*;i/-£;k>\^;k 5~8Att*i(t£ r&atii^flfcKSSJS^ 

i^), (ii)c 1 _ 4 7v;Kc 1 _ 4 7;k*y>r;k c 2 _ 4 7;nr/>r;Mff), an) 

C 7 _ 10 77JWr;P (»C 7 . J0 77;WSttC 6 . H 7>J-;HC 1 . 6 7M 

;pt*o. Apyx c 1 _,7;i/p+'>*^ttc I . 4 7;u*;u*i-3ffl, 

L<f*m flUftSiLTWbT^TfcJ;^) , (iv)C 6 _ 14 7'J-;i/ (KC 6 
Tfc«fctr» , (v)C 2 _ 6 7;kVn;k (vi)C 3 _ r >^P7;Wk (vii)C 1 _ 3 

7;P34 i '>-*;p#-;k (viii)*y-s^tt^-c 1 . 6 7;Wk75 a (ix) 
c 2 _ 6 7Jk^;k7SA (x)c 1 . 3 7;up+v-^;k^-;k (xi)c,_ 6 7;i, 

+;U-*;k^-;k £fcte(xii)C 3 _ 6 '>jro7WM*y-*M^] * 
tl/TWfciUkFD*^, (6)5£ -S (O) t -R 27 CiC4>. ttt0~2 

(JlfiOffmS («, APy>. -hD, <>7A kHD*<>, **y % 

*y, a;M?*«>, x7y-c 6 _ 14 7U-;k Apyy c 6 _ 14 7U-;M£) 

S& «rfc* C^^WiK C,_ 14 7U-;k C 7 . 20 77HWil 
10 ) (7)li$nTUTfcJ:^7SyS CM, it -NR 28 R 2 

9 tt*. R 28 :fc£tfR 29 ^ R-*fcttftfcoT,**]R^ C,. 6 7W, 
C , _ 6 7; MUP7 5 / - C , _ 6 7J^Jk C^.T^.C,., 7)^r~ Jk 
C 3 . 7 y^D7HJk 7i-Jk 7i-JhC,. 6 7m C,_ 6 7;k*7y 

^ c 3 _ 6 7;k7V-r;k c 4 .,yi7D7m-*toK 7x-;u-c 
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~~8^mmm&i t^mo^o) s^t) r^ztizm , -co-r 3 

5 0 R 30 «, (i)**®^ (ii)fcKci*->;k (iiOCj.^T^k 

(iv)C 1 _ 6 T;U3 + -> (^07^3*'>tt, ADy>^-hnftif01i(l8*l 
IftpIfiBttttSOMt l-3ffl, »tL<ttlfltlT^Tfc«kHC,. H 7'J 
-;UT?«tftSnTV»Tt>«t^O , WC,.,'>i'D7W, (vi)C 6 _ 14 7U 
-)k (vii)C 6 _ 14 7U~;M"*:k (viii)C 7 _ ao 77;MMk (ix)iS-NR 

10 20 R 21 <5fc«K R 20 fect^R 21 ^±fB<!:|W]iC«) T?*$ns«tt$nruTt> 
<fc^75y3£*fefi(x) 5-8M«*»S (&$£> r^M^^ic^n^ 

amr?, s£*K j p^e>a»ins'\T-pfi : F£ i &^ l 4«*tr 5 ~ 8 
mmmi tmmcDbv) £*T) rmznzm 'mm* c l _ B 7;v#,M;k 
c 3 _ 6 7)ify-i)i, c 1 _ 6 7)\s3*i/-ti)i#~M < zat)WZL^) , o) as 

TS5 3fe^U8A©a*Sia6» (io)xjki^ (ll)C 6 _ 14 7'J-;k (12) c 3 _ 7 

->^D7;i/*;k (i3)c 1 _ 6 7;u+i/>v^^v («, ^i^v^^x x^ 1 
(i5)^+y, (i6)c 2 _ 4 7;u+x;k (i7)c 3 _ 10 x^dtw, (18) 

20 C 2 _ 10 7;U^r-^ (ff*L<fclU C 2 _ 6 7;U^-;P«) , (19)C 7 _ 20 77;U 
(0H> C,. 14 7'J-JhC 1 .,7MJW > (20)7 5vy*3=t^(21)7v 

25 8Mco|g^mS, (ll)C 6 _ 14 7U-;k (12)C 3 . 7 v^n7MJK (16) C 2 
_ 4 7)^X)k (17)C 3 _ 10 ->^D7)^)US> (18)C 2 _ 10 7J^-;U*» £ 
cktf (19)C 7 _ 2 0 77MM£(1 IIifcT*ffifcffi£®MC3&lc 1 ~4B, 
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mtLX\t, Mz.lt. (l)kh*D+'>;K (2)7= A Wty-S-fcH^-c, 

_ 4 7;WP75y (w, *^;k7SA xf^7>y, :/Dt?;u7SA 
^;p7$a yi^n$;§) , (4)c,_ 4 7;m^x (5)/\ny>, (6)- 

l~2®©£j&«3Hf£>n<&. 

Tt)=t<> uOC^.T^JUt l-3fi©tKD+y, :t*7» C 

£tt£fc©) . C^.TJ^+y*^-^ (^^;U^+V^J;7jC7;i,ZI+v 
lZ£.K>W&2ntz*><D) («, ^h^y^tok lF^yM», t- 
yh + y^M'^oc^.T^+y^^-JW > tHD^C,.,7^ 
(00, tKD+y^Jk th'o+yifjk tHo^v^k th'o 

Xb+y^m ih+y7fJk 7n^y/fJk ^D#+y^yJH) 
ttl~3fl##$L<, l-2fi*«*fcftSbH. i»^f,l:tLT^T 

W^tt, «fy^tf. *;p$;k c^jm-ijj^i, (#j, 7-fe^;k x 
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3Mk*;kfc;k :/Ptf;k*Jktf~;k tert-7°nlf;i/#;i/fc;Mg) , c,_ 6 
7;i/n^x-^;i/#-;i/ (0!K ;* h+v#;k#:i;k I h^v'ftJktfxJk tert- 
^h+^*;^=;w») > c 6 . 14 7'J-^-M« («, ^>7-f;k 7" 

JNI) > c 7 . 15 77M^-*M-^ ^>v;k*;k^n;u^(Dc 6 _ 1 
^u-^-c^gT^^i/-^^^-;!/) , c 7 _ 19 7^;u*;kt*v-#;u 

m , =5Rttc 9 _ 10 **is^k7K*-*;^-;i/ 7?-?>3 L )it>)i# 
mm&znT^Tb&^7i')iMizjottz>mmM£LTu. mm<DW&2n 

□ js^ £ i fc ^ l 4 fi^tr 5-8 mmmmm. *n % o**mara**«ra-* 

&8*iS£©ji#0!I<>:Ut«, mtf, (i) ^x-;k 7»j;k tfpu;k 
t°nu-;k #*wj;k ^7Vu;k t^/u;k <r 5^/u;k -ra^ 
y*u~;k <v**u-»/u;k -rvfT'/ujk i, 2, 4-**i*-v77u;k 

lJ^-m^y'JJK 77tf-Jk 1. 2, 4-5 1 7> f 77U;k 1,2, 
3-f7y77'JJk 1, 2, 5-^7v77'JJk 1 , 2 , 3 - h U 7\ZU ;k 
1, 2, 4- hU77U;k hU 7y-;k HJ77Uv~;k lH-£fcte2 
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&nz>'\f-nm>?$:ifc^L4m'Sts5mmmm&; (2) t?uv;k trus 

x~;k ^rttJkfcUiijk ^;k*y-;k h'J7y-Jk tfny v-jk tf 
^Uv-;k tf^-;k ^tf7~;k 1. 4 -;k i,4-^7v 

-;k 1,3-^7'/-^ e^7y-jk hUJy-JK ^VhUJyzJk 

(3) 2mft£tcte3mt±M£mmm&tLTit, ^>v*7'j;k ^>y^7y 

U;k ^>V*:**lJ-\/>j;k fh7 ( /D Cl,5-b] t*'jyy-;K MJ7V* 

p (4, 5-b] eu^v^;k ^>^s^vu;k */u;k -f u;k 
->>/U-;k 7^^v-;k +^-yj-;k */*n-'j-;k -f>K'Jy- 
;k <>Hu;k +;uyzjk 1, 8-^7^ u>?-;k yy-jk /tuy 

-;k yX>>/7 7-Jk 7j;PAVU;k 7^Uv-;k 7it>h'Jy-Jk 
^□v-;k 7it-/-Jk 7x/5 1 7y-Jk 7x/ 

+it>?-;u«f©^*is^^fcai*M^, new?, a^s^^satfns 

tt****K:««UT^Tt) £^g&S<P0iJ£ LTIt Wjttf(l) C , _ 6 7^ 
*Jk (2)C 2 _ 6 7;k7"-;k (3) C 2 _ 6 7)V*-)\,, (4)C 3 . 6 y^7KJK 
(5)C 5 . 7 yi/D7;^-Jk (6)C 7 . n 77^W K>v;k 7z*« 

^©c 6 _ 10 7U-;p-c 1 _ s 7;^;k *?£i,<«, ^>s?;w . (7)c 6 _ 14 
7U-;p (7x-;k ^7^;k 7>h'j;k 7x-*->MJ;k 7-w-7^;k 

7>hy-t-jim. #£L<«. 7x~;U) % (8)C 1 _ 6 7;m+v, (9)C 6 _ 
14 7'J-M+y m. 7i;^>f) , (10)C 1 _ 6 7;k*7/W;i, 
5;k 7W;k 7"otf^--;k n-7^U;k iso-7^U;MW . c 

6—14 

7U-;p-*^-;u(R^>y^jui?),(i2)c 1 _ 6 7;i/7jy^^^v(^ 

iso-7*^ 'J . (13)C 6 _ 14 7U-;i—^«-;k^^x (0)J, ^> 
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*h*->;*j;k#x;k ih+x*M^k n-7p ;k#x;k \so-y° 

D-yh+yijM-;k -rvyh+y*M-;k tert- 
. (i6)*;p/tt-f ;k (i7)N- ; ey-c 1 _ <( r;p*;u* 
5 w^-op (fci, N-y^kfr^A^-ok N-x^k^i/A^^ok N--/PtMi/ 
fljkA^-Ok HV^nww;ww^ ^--f^-)\^ii)vn^)V^) , (18) 
n, n-v- c j _ 4 7)V^-)V^)vn=t-ov m> n, N-v^^;i/*;w\^-r ;k n, n- 

, (19) 3~6M^yay^;u^-;u (#k i-7y'jyrMMr 
io ;k i-T1f^>?x;k*;^x;k i-t:P'J s?x;p#;W?x;k i-fcWJS>x;u 
#;k^-;k N-*3\>kt:^^x;k*jjktfxjk t;^'J/*M-;m) > 
(20)Aoyx (2i)*y-, ^-^fc«hU-AD^v-c,_ 4 7;^;i/ 

(22)**7, (23)75> ? y> (24M5y, (25)7=i/\ (26)^ 
15 0,^7^757 (#J, X^;k7S/, •/□tf;k75/, -1* 

V7 , ofc°;k7^y, 73^7 a A v^^;kT^y> vx^;k75y> ->7o 
tr;kray, ^-ryyptMk7$y> ^^Jk7$y^) , m)^®^ 1 

$:l^UL3e^T^T ! foct^3^^L6M<D^75y* (#J> Jy'Jy 
20 x;k 7-fc?^> J x;k fcfPUv^k hfPUx;k fc?P>J;k <f5^/U;k 
tf^/u;k -f 5^/us^xjk twjsv, t^u;, vtHPtruvjk 
N-y^;nf^vxjk N-x^;nf^^vx;m) , (28)c 1 _ 6 7Jk*y<;k7 

5y (0»J, *;PA75 H, 7t^5K> h U 7MP7t^5 h\ zfu\i*- 
;k7*h\ y^U;k7^h\ -TV^'J^TS H*) , (29)^>X75h\ (30) 

25 ^w^-oi^^y, (3i)N-c 1 _ 4 7;wkt;i/A ; E'r;k75y N-y^ 
;k^;i//\* ; E-r;k75y, N-x^aw^'OkTSA N-yptr;k*;u/^< 
;k7^y, N-r 77 p Ptr;k^;u/N* ; E-r;u7ay, N-:/^;k*;uA*<;k7sy 
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m , (32)N,N-> ; -c 1 _ 4 7;u^^*;i/A*€<;i/75y (ft m-s**^ 
7j;i/A^-r;k7S a N,N-vx^ju#;um:-r^75 > N,N-v7°ne;u^;i/ 
A*<;k75 a w-mrMJM^ Jk7 ^ . (33)c 1 _ 3 7;p*k> 

v**-> (ft ;*3^>:/**v, X^k^^v^l) , (34)-B(OH) 2 , 
5 (35)t:HP^v;k (36)X#*-> (-0-) , (37)xbn, (38)->7A (39) 

*)it)7°h. (40)7;k*, (4i)7Jk7-r a (42)*7*a (43)x;i/7 7 : &-r 
;k (44)c 1 _ 6 7^^7;U7T ; e-r^ (ft ^^^^77^^ n-x? 1 
;u7;i/7r ; E-i';k N-7Dt?;kx;k7 7 ; E'Ok n-t v:/cit?;k7jk7 7 ; E:-f 
;k N-ym^??^^) > (45)vc 1 _ 6 7;i/^;u7;i/7 7 c &i';i/ (ft 

10 N,N-v A9\>U7Jk7 7^-f Jk N,N-vX5 1 ;U7;U7 7 ; E-r;k N,N-v^Dtf;i/ 

x;i/7 7 ^ ;k n, N-v?^;k7.;k7 7 ^-f , (46) c , _ 6 7;k*;k^*(ft 

Jif-frtt* 7°u\L)\,tt. 'iv^uldfrtt* r\-7^)ltt. 
sec-7^Jk^3\ tert-^k^*^) . (47)7xx;k^3\ (48)C 1 _ 6 7;k+ 
)VX)V74=-)l (ft *?)17>)V7 4 X^;k7;k7^x;k 7°U\d)l>X 

15 ;k7^x;k :7^;kx;k7wx;Mg) , (49)7xx;k7;k7^x;k (50)c,_ 
6 7;Wi/7;k^x;i/ (ft *3Mk7;k*x;k x3\>kx;k*x;k :/Dtf;k7 
;k*x;k 7^)i7>)l*s-)im) &&tf(5\)7 ^-frxJi-fczuvtzEtfmi £ 

20 ft ££(;:$?£L<&i~2<@T&3o 

tdh^s 1 l 4 o^tr 5 ~ 8 m^t ^ais, *ti vmmmmm&tim- 



WO 01/78780 



43 



PCT/JPOI/03189 



tfou* <0y, 2-^^«3-trou;i/) , #*uvu* 2-, 4-* 
5 */u;w . ^77u;k^j, 2-, 4-t;fc«5 -^7\/'j;u) . 

tf^/U* (#J> 3-, 4-*fctt5-tf7yU;W > tfoUS 5 -* (#K 2 

-$fdi3-^p'jy-;w , <sy»/u;p (#k 2-, 4-$&tt5-"f$ 
*vuju) , -f^yj-^ 2— r^2VU-;K 2-i-s^/uv- 
*) , -rv^WJ* («, 3-, 4-*fcf*5-^7:a-*ii-7u;w . -f ■ 
v^t^/ujv (01 3-, 4-s£«5 — ry^TVU*) » sm^-^ti/u 

* C^J, 3-££tt5-(l, 2, 4-tW7y'JW, 2-, 5-£fc«6 
-(1.3,4-***^7»/U;W] , 77*J7W)V 3-*fctt5-(l. 
2,4-f7y7yj;W, 2-*fctt5-(l. 3, 4-f7y7^/UJW, 4- 
*fctt5-(l, 2, 3-f7y7yU;W, 3 -*fctt4 - ( 1 , 2 , 5-^7^7 
l/»J;W] , HUT'/U^ CflK 2 -£fc«5-(l, 2, 3- h'J77U;i/)> 3 
-*fctt5-(l, 2,4-HJ7»/U;W] > xb^/U* l&U 5-(lH-£ 
fcti2H-fh7 t / , JJW) ^©^J^™^{'mm^> gaSBC^ 
^e>S«tl5'\xPlS : F : S:1^^^4ffl^tr5aig^58S ; (2) eu>Mi/ 

W+ 2-, 3-£fc«4-l?U v*) , fcrU5 3>-;P W* 2-, 4-£& 
5 - if 'J S >>-*) , ^^U* U -* (0«U 2-*fctt3-^ ; E**U 
, =E**U-* (0i 2-*fci43- : E*#U— *) , hU7vx;i/ (#J, 
3-*fett6- hU7v ? -*) , tf^Uv-* (W, 2-, 3-£fcfcU-tf 
^iJy-JW . t?5-* 2-^fc^3-t!^-;l/) . ^ttf^x* (#|, 
2-*fctt3-^*K5=;W v ^+1J-v-* 2-*fctt3-(1.4- 
**-tJ-5?-;W] . f7v-^ 2-*fctt3-(l, 4-5^7 y-JP), 1 
-*fctt4-(l. 3-^75>-;W] . tf^^v-* 2-*fctt3.-t?^ 
r/zJW , hU7v-* (0i 3-*fctt6-hU7^-;W > tf'J^vX 

* («, 3 - 4 - t? U y v-*) , e 5 s J-)\, 2 - 3 - tf 
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ffi^tf 6 Mlf ^tgiS ; (3) ^>'/7U;k ^>V^7V*U;k 

l/'j;k fh7Vo [1,5-b] hfU^y-Jk HJ77*D [4.5-b) tf 

u^v-;k ^>vv 5yv*u;k +yjjK -rv*/y;k ~»/u~;k 
7^7>?-;k *:J-7U~;k *y*i*-'j-;k -r>HUv-;k -f >Ku;k 

f])WV/V)V. 7it>h'Jy-Jk ^PT-Jk ^ 

7$/S£bT«. masses ttafi^JitfaE^fi^satfnfcK^ss 

Ttt, HAtf, tfoUv-;k tfDU-Jk tfDU;k tf^^Jy-Jk \Lv 

v*u~;k tf^7u;k -fs^/u^rjk -r = ^7U-;k -fs^VUJk 

l,2,3-hU7y-Jk 1, 2, 3 - HJ77Uv-;k 1.2, 3- HJ7V 
UJk 1, 2, 3,4— rh57U;k tl^'Jy-jk bWS^Jk 7iffc?-;k 

^^•jy^tfens. wet), 5~6i©feo«L/<. 
tfouv-;k e^7U-;k tr^7u;k tr^uv^k tr^s^k t 



WO 01/78780 



45 



PCT/JPOl/03189 



&m&mtbT\$, mz.\i* (dc^.tw, (2>c 6 _ 14 7u-;k 

(3)C 7 . 10 77^ (7i-JK,. 4 7») . (4)WtH'J;k (5) 
C.^T^-^M-Jk (6)C 6 _ 14 7'J-JU-#;U#-;k *5<fctf(7)C 

u-;k* (ak 7izjk ^^fcg) , c 3 . 7 ^D7M;H (0fl, v£ 

P^Dfcf;k y7P7*?JK v^P^>9\>k X#P^~X>k l/ifU^J- 

)vm) , c 3 _ 7 v^D7;k^--;p (fcK x^p;/px;k ^n^x— ;k -> 
i?D^>f-ik v^P^\^irn;k ^d-^xxjHS) ^o*g<£LT^T 

piiiXd) i~3<®, $f^b<«i~2<i©Apy>-c : H^$nTViT ! fej;^c 1 
(2)c 3 . 10 ^P7MJk (3)c 2 _ 10 7;i/7--;k (4)c 2 _ 10 7;k+-;k 

(5)C 3 . 10 y^D7^-JK (6)C 6 _ 10 7U-;k (7) C 7 . 20 77M;K 
(8)~ ho, (9)hFo+yJk UOpUkfr^K (ll)^V. (12)^**7, 

U3)X7x (u)*;wtt-<;k 05)* ^tf^xk (i6)c 1 _ 6 7;i/p^>--7j 

(18) A pyx (19)C,.,7^*^ (20)C 6 _ lo 7U-;kt*v 7i 

(21)C 1 _ 6 7Xk^^r'> (01, 7-th^x yptf^-^^-^v^ 
OCj.JM/'f^y) . (22)C 1 . 6 7;U+;P^ (#K jWI^*, X 

^;k^^-> n-^Ptf;u^^-, -f yyot:^, n-y^H 1 *, t-y^ 

)V^m) , (23)C 6 _ 10 7U-;U^ (09, 7x-W§) . (24)C,_ 6 7 

;k^;kx;krw-^ (flu ^^;kx;k7^x;u, x?MUx;k7 -f x;m?) , (25) 
c 6 _ 10 7U-;ux;k7^x;u (#ij, 7xx;kxjk7^ -jm) . (26) c,.^ 
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m. if^x^jf;-;^) , (27)c 6 _ 

10 7U-J^M-;P (#J, 7x— ^JptfrjUH , (28) 7^ A (29)C,_ 

-r;P75/#) . (30)^y-^^«^-c 1 _ 4 7;wi/7S/ (#1, *3MU7$ 

5 A XW^y, n-7°Pkf;i/757, -fV7°De;P7= A n-73Mk7 
5/, y7W5/, yl^l/7$;i) , (31) C 3 _ 8 ~>? 07^*^75 / 
(#|, ~>7D7W;i/7 5 A ->7D 7*5^7$ A ->7D^>3MI/7 5 A 

x^n^y;i/7$/f) , (32)c 6 _ 10 7U-;u7^y (#j> 7->j;d , 
(33)c 1 _ 6 Tjp*y-rju (#«> 7-b^;k M^y-ow , (34) 

mmmmm ^x-;u 2-^^«3-^x-;i,) , 7u;u (a. 2 
-£fc«3-7U;u) , tf^/u;u (#J, 3-, 4-^i±5-tf7yj;w , 

^77*U;P (W» 2-, 4-*fc«5-^7\/U;W , -fVWJ^ (0t 

15 3-, 4-*fctt5— rv^7Vj;u) , ttu-vv)i m. 2-, 

=H*-v*y;u) . -i )V (#j> 2-, 4-*fc«5— r 5^i/u;w , h 
U7Vu;i/ (#j, 1, 2, 3-££&i, 2, 4- hU7 > /u;p) , f h^yj;!/ 

lHtfci^H-fh^^UJW , fcTUSW (0J, 2-, 3-£fc(i4 
20 -fcf'JvMU) , eU5 5?n;P (#J> 2-, 4-*fctt5-fcriUS?JW , tru 
(#k 3-^fc«4-ifU^-'7;i/) , */u;k -fv*vu;k < 

R 18 ££teR 20 T*£nSfi&£nT^Tt>J;^t KD+vStLtH, ± 
ISOiS —OR 23 R 2 3{ijtufB<h regain ^nsS^tf^ 

25 *l£o 
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c,. 15 7Mm c 3 . 10 y^a7Wi. c 2 _ , 0 7;kSr-;i^ c 2 _, 

0 7)l*-)l>m* C 3 _ 10 '>^n7;U^r-;US, C 6 _ 14 7U-;US, C 7 _ 20 7 
yWltUttC,.^/-/^ -hog, £ — NR 20 R 21 R 

5 20 tt7K3d*fctt-?-ti-e r nsift$nTVJTt)«t^c 1 _ 10 ^{i:7K^S, c,. 20 7 

hFo+yjH, «5tHBSt)L<tt^: -S(0)t-R 22 (£<K t tt 
0~2©M«. R^teTMtlH 1 , Klft$nT^Tt>«fc^C I _ 10 ^fk7K*S* 
fctt«*jRS&^T) TS£n&*£> R 2i «#*i;fc«C 1 _ 10 &fl:7K*a& 

R 2o i:R 21 t^Rsr ssairf-i: 1 1> KUtftsnrvixfeci; v»m* 
io 7^y*^^tT^Tt)ct^ -e&snss, £&«5S; -o-r 23 ess*. 
R 23 «7KSM^^fe«> ^-n^na^^tiT^Tfe^viCj.jo^kTK^s. c 
1 _ 20 7->;p*» c 1 _ 20 7;wwx;^-;us, c 6 _ 14 7U-;p;uu*-;u« 

attun^a* ^ian§Afaifs i ft^i4mtf 5-8 M*at&j tm 

^L<«R 12 43=ttN'R 13 ^('^) "?&£o 

R 11 <hbT« : ^L<«> 1~3<S> »SL<«lfiOk HP*->;HtX«lft 
snwTfe«tv»c 1 _ 10 7;p*^s (#£L<«> C,.,7^«) , 
20 um. 7S/S, 3£ — NR 20 R 21 (&£U R 20 fi7Km> R 21 tel~3<Sk 

$f£L<ttifi©t Ko+'>;usxBSl$nTViTt>«fcViC 1 _ 6 7;wu-* 

fc;Hfc*T) , *fctt5* -O-R 23 <fc£U R 23 «7jc^, l-3fl, 

L<ttiflckHD* ->;wSTfi«ls nxv^T t>«t ^ c,.„ 7**;k c , _ , 
6 -, 0 7 | J-;u7.;u^-;i/S) 



WO 01/78780 



PCT/JPOI/03189 



48 

±IS3;'KR 14 chLTte, (l)ti$nT^Tfe<k^C 1 . 10 KMl, (2) 

wmz nx v>t ^ c , _ 2 0 r ^ jm, ( 3 ) nxt^x h «t ^mmwz?\z 
m£^z%T%mmmm, (4)xx7MKfc*>L<&75 Pitunx^xb^ 

5 ^n^nmm^nx^xh^c^^r)^)^ c 3 . 10 y^pmjn, 

> 

c 2 . 10 7^;H, c 2 _ 10 7;Mp-;Hk c 3 . 10 y^D7J^-;n, c 

6 _ , 4 7 U -^S^TcteC 7 _ 2 0 77JWHT*§, $ ^fcflF* L < 
JH/ii') X&3o R 14 tLXft£L^M£LX\$. j£ -(CH 2 )n-NR 20 

10 r 21 (5£+> niii~3©it^, r 20 «tk^> mmznx^xb^c^ 
10 &Hk7kmm, wmznx^xb^c^^Tzsjvm^ m&ztix^x$>&^ 
tFn+yjn (tamo?: -o-R 23 x«$n^>») , g&^nx^xfcj;^ 

-S(0)t-R 22 (5$*, t&0~2CDgifr£, R 22 «tK^ 
JI^Sfc^M^^nx^Xfect^C^joM^K^a^^T) X^£*13S£, 
15 R 21 «*^^7c«C 1 _ 10 M{b7K^S&^T^> R 20 <hR 21 <h7MgMrr5^l 

m^ti^ns^^nxviXfeckv^jsys^^Lx^xfectv^ turn 

4 7 u c ! _ , 0 7;u*;uxm&$nx^x t>j;^7$ /sxw^nx^ 
20 xt)i^c 1 _ 3 7;u+;p*x^s. fttcffsixte, n-c^^m^-n- 

^>>Ml/7 = / ;*3MUX&£. 
±tB5£4 I > R 15 X^$n-§>ADy>^LXii, mfcf, y)V-tu, ton, 

25 m$nx^x^ct^c 3 _ 10 v^d7;p^;us> m&£nx^xt>ck^c 2 _ 10 

wm-£ftx^x>b&^c 2 _ 10 7)i*-)i>m. mmznx^xb 
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«k^C 1 _ 1B 7>*;i'*, C 3 . 10 ->^D7Wi, C 2 . 10 7J^;H, c 
5 2 _ 10 7)V*~)Vm. C 3 . 10 ^n7^^i, C 6 _ 14 7'J-;US, c 7 _ 2 
0 77JW1^. C,. 20 7yM, C^^JWU^UUtf-^X, C 6 _ 14 7 

t<«c 1 _ 6 7;ni+->STS^^nT^T : bct^c 1 _ 15 7;^;us, i~3 

. c 7 . 15 77»-*^-jv (flu ^>->*;i^;ufc;M£) > c 
15 7 . 19 77MM*y-*^i' ^>^jw**^#;u#x;M£) , n 

-C,. 10 7WJhN- (C 1 _ 10 7;P3^v) 75/-^7JU#^ (#K N 

ifc , . 2 0 7 »j - j^;^-iHfii'^(f ^5. se»tff*b<tt, r 1 5 

(1) C^.T^*^-*^^ (2) AD^fcttC,.^^ 
20 +*>T«»SnT^Tt>«J;V>C 6 . 14 7U-;P**fctt (3) 7iZ;|/-C 1 . 3 

7;M^ust&5. 

.„7WM, C,. 10 ^D7^JH. C 2 _ l0 7)W--)m* C 2 _ 10 7 

;u*x;i/g> c 3 . 10 y^D7^H, c 6 . 14 7'J-;PSt>L<ttc 7 _ 20 

25 77^»l^l/^. 4 3 TfcR 16 tLT^St<^ **SfcttC 1 _ 10 7 
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tz \Z C , _ 6 7)V □ * ylTii$ tlT HT fc £ U 7 x ~ ;P3|j&J#tf 6 ns . ftt 

±tao^ (IX) fCfct^T, m«0~3, $?£L<«mteO~2> £b5C$?£ 
L<«m{i0££tel-C&<5. 

±E©5Sfc*5^T, ntel~3<Z)git ff£L<tentel $fc«2* 
$?f;l<< tent* 

±ibo^ (ix) tc^^T> A&ft\tDm>?nfr-%&&mm?T?m%tfifc 
a (ix) TS^nsMtLm ^ 
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cat, &&m*m&tmMm. ) 

•vm £ ftz>\t%wmi £ ns (#sl<«, a (a), <«. (c), a), (e)*fctt(g) 

rmZtlZitSm o nWKH (IX) f~:fcV>TB^S^fCTT& 

<b£ti (ix) -#5£ 




+Tt>, R 11 ^* (1) (i) C , . t TJI'+^ifcttC , 7;p3*yTBft$n 

wt fc^^n^ (ii) c , _ 6 Tfr&v-iDVtf-jvvmzti 

WTt>«fc^7$yg£fc« (2) C 3 _ 6 ->^07;WUTfitt$nTlriTfe«k 

R 1 4 ^N - C , _ 6 7^^ - N -<>V)17 57/ ; 

R 15 ^ (1) C^Ji^^y-^j^-JH, (2) ADy>^fe«C,_ 6 7 

;i/3*vTm&£nwT£c};^c 6 _ 14 7U-;i/g£fcra (3) ^x-^-Cj 

_ 3 7; WPS ; *3«fctf 
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R 11 ^ (1) - ho*, 

(2) (i) t Kn+ytf^nT^T^ct^C^^m, (ii) kHo+ 
^ADy>Sfctt^x-;p-pfl|jftsnT^T'b«J:ViC l _ 6 7;WP-*;i,si?- 
;k (iii) C^JMJk C 1 _ 6 7;P3*5'Sfcfct^py>TMifc£ttTV» 
Tfc«fc^C 6 _ 10 7U-^-#;k#x;k (iv) C 3 . s y^D7W-M^ 

-Jk (v) c 2 _ 4 7;k*x;u-#;k#-;k (vi) c 1 _ 6 7;i/n+v-^;^ 

x;k (vii) C^.Tmrsy-*^^, (viii) C,. 6 7j^ + y 

7$/-#;i,#xjk (ix) 7i-;i.75;*^z;k (x)c 1 _ 6 7;wk 

LWTt>J;vW7**i*V'u;kfr;k£x;k ^xx;k#;ktfx;k 3=-77'J 
;u#;u#x;k tf7 7U;i/*;^x^^^«7'j;u*;^x;k (xi) tfUv 
;k£;k#x;k (xii) c x _ 6 7;k*;k2jk*^;k Cxi i i) 5Px-;kx;k*~ 
;kk«ttf (xiv) c,_ 6 7;u^;i/Tiim^nT^Tt)«fc^7xx;kx;i/^x;^ 
ZMtfnzwmM:* i sfctt2ffl#LT^Tt>j;Vi7syai, 

(3) t°pu;ps, 

(4) C.^jm C a _ 6 ^P7^;|,-C 1 _,7;WU*fct4C 1 _ 6 7 
R 14 fr\ (1) ADy>, (2) kh*D*->*3«fctf (3) Cj_ 6 7;k^;k 7x~ 

c , _ 3 7)\,*)v&&tfy- c j _ g 7; Wkr $ y - c , _ , 7; <=>h 
*fett2fi^rUTiriTt)«kir»c I _ 6 7;^;i/S ; 

R 15 #, (1) Aoyx (2) ADfy^fcttC , _ 6 7Jl/^tIj^$tlT^ 
Tt>«k^7xx;US. ifcfi (3) (i) C,.,7m (ii) C,.,7;W 

*5«t^c 1 _ 6 7;m+->Tajft$nfc75y*fcn (iii) c,.^)^^ 
g&^ttfc^ktf-^g ; 33<fctf 
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{t&m (IX) oaWMtLTlt* 8- (2, 6-y7Mn^>yJW -5, 
8-yth'D-2- [4- (3-3-)VT^;i3)V-#-)V7^J) 7iIiH -3 
- (N-/f;P-N-^>y^75y^^) -5-**y-f 5$^/ [1, 2 
-a] t!U v7>- 6 -*i^>II^H7f;k 
5 8- (2, 6-y7;WD^>yJl') -5, 8-vtKo-2- [4- (* h 

*->7 = y#;u#x;i/7 = /) 7xz;w ] -3- (n-*^;p-n-^>v 
;u75/^^;p) - 5 -ar*v4s.w [i, 2-a] tfU5 5?>-6-*;w 

8- (2, 6-y7Jl/tn^>yil') -5, 8-ytFP-2- [4- (X5P 
10 ;|/7^/*;^XJU7S/) 7i^) ] -3- (N-^3Ml/-N-^>v;U 
75/^3MI/) - 5-2**7^ 5 W [1, 2-a] £U5$»-6-#,M* 

15 JWtTK^Bt BUBS, «> U>B8fc£) fc®*. (0J> 

x >*;!/*>&&£) <h<D4s^wtc^^n§m#w^^ffl^e>n-5 0 

2 t>\Z*5£W<Di\:€im (IX) a*-COOHfc£<0H&tta^WLWSJ§£«, 

20 ^-hu«7A, *'j"7A, juvz/Va* kuanr'to 

■ *'J^JR«[*fctt7;U*U±!fi&«. 7>^x7&£) (0J> 
>, yI^/-JV75X hUX^/-;U75>, yy^P^WiX 

n , n • - > ~>* ;ux^ > v 7 s > & £) t $lw \zn® s nz> m * 7FM l 

25 Tt>«k^. 
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it^(w^rz\^t(Dm\mm¥i 1-31507 9^mzmm<D^m\z 

rttH$iJSJ[jjNjl/^>^[m^;U^> (GnRH) Sfttffffl*Wr*<b^«J (G 
GnRH£Kf£ffl£WT£fc£tl> *fc«LH;fc«fctf/3;£«RH£flrF£ 
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5 otf;i/-t^P-7>, bHp^->yptf;u^^;nr;UD-x, #u exiting 

>^>jp-Jk D-T>~h-;k SJftSK^>^k x^y-;k MJX75 
/pt^x 3kXfD-JK hUx*/-;kT5>, ftK^-HU^A, ?x> 

15 T-7U;uhUx^y-;kTsx 7^u;nSK^-hu»>A» ^u;k7$yy 

□ X>^>> Jfifl^>1f;UPX£A, *&{t^>-fc? hX^A, 

f7U >K^U-feU >^i'©^Iffittl ; «*tf#U tfx;k7;ka-;k #'J 

exjufnuKx *;k^^v^^;nr;i/P-x^-hu^A, *?)vwu>- 

20 yp^Hr^o-^^^oaTKttK^^f^Jfeti*. ±fS^3fifc8'j0« : 

25 «^»^7t+>*JftSii7f;i«. ^DD^;-;k ^xx>k7;kn- 
;k 7x^;k7;i/P-;k rth'om v;ue>&&£#W£>ns, ± 
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mm. mmmm<D&n> mm. mm',^M^<DmmtiE\z^xmM. & 
izmizztim^. J^y/u^-mommizmnmizm^^m^t. aur, 

JSAfcttLT-BlCO^, 0. l~3 0 0mg, # £L< «fa 1 ~ 3 0 Omg 
T&D, 3EtffSL<«»l 0-2 0 OmgT&S. 8*1 0 1 -4@K:^ 

L 1 0 0li%T^-5„ 

tacrine, donepezil, rivastigmine, galantamine, physostigmine-DDS, 
ipidacrine^O , AX* U >tt7t^n ij >^7^-7 
7tfJI/3'J>§^7^h, Ca&ta&l (tfij, nimodipine^) , C0X-2HS 
^ (09, rofecoxib, celecoxib^) , AMPh%t^ifc7zf~7> K : €r/75>^t: 

(#K selegiline-DDS) . 75D^f Fj3SM- Illil, 
n i f i race t am, Meman t i nefc E(D T )ly / W T-M* jg ft** t^f ffl LT t> £ 

'H-NMRX^^ hJKW12p<!:LTTh7^5 : Jk>7>^ffl^TA'U7 
>GEM I N I 2 0 0 (2 0 0MHz)S!X^h;M-^- > S**T (J 
EOL) LAMBDA 3 0 0 (3 0 0MH z) bfr 

AM 500 (500 MHz) MM-^-TifJ^U ±6 
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s 




d 


: 97 Vv Y 


t 


: hV/Vy h 


d t 




m 




b r 





10 

2-757-4-^^-5- (4-XhD7xX;i/) ft7i>-3~* 

15 4--hD7x-Mth> (3 5. Og, 19 5mmol) , ->7;SS 

(2 3. 8 g, 19 5mmo 1 ) , Il7>t-W (3. 1 g, 4 0 
mmo 1) &&Zf&m (9. 1ml, 15 9mmol) ©I^ft*. r<-> 

20 *T«c»uft« (Mgso 4 ) mm&tft&Tiz'gjkLfzo as*'>u*y;u 

it, BSH (5. Og, 16 0mmol) M^/l^75> (16. Oml, 
16 0mmol) £Jnx.6 0 - 7 0 *CT 2 BtPiUfr < ttA/l/fc. 

25 . (MgS0 4 ) jg«|E*«ffiTte*Lfc. S$*'>»J*^*7 

^^□^^^^7^ -this u x-x^-^it >^ e>ieaft$-e-T#fe« 

«a©Sffi<k^4Sj (2 2. 2g, 5 2%) zmtzo 

mp: 1 6 8- 1 7 013 (I-5^-^*1*>J: Officii) . 

7G*#*rtiS C 14 H H N 2 0 4 SilT 
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C (%) H (%) N (%) 

fUfffi : 54.89; 4.61; 9.14 
HfflHI : 54.83; 4.90; 9.09 

'H-NMR (2 0 0MHz, CDC1 3 ) 6:1. 39 (3H, t, J = 7. 
1Hz) , 2. 40 (3H, s) , 4. 34 (2H, q, J = 7. 1Hz) , 
6. 27 (2H, br) , 7. 48 (2H, d, J = 8. 7Hz) , 8. 23 
(2H, d, J = 8. 7Hz) . 

IR(KBr) : 34 4 6, 3 3 2 4, 1 6 6 7, 1 5 8 0, 1 5 4 5, 1 5 
0 6, 1 4 9 1, 1 4 7 5, 1 4 1 0, 1 3 3 2 cm- 1 . 

###12 

5-^3^-6- (4 - -hD7x-jW -3-71-J^i; (2, 3- 
d] tf'JSv>-2, 4 (1H, 3H) -V*> 
##mT#£ft£tt£$J (5. OOg, 16. 3 2mmo 1) <35tfUv> 
(3 0ml) ML 7i-MVy7^-h (2. 66ml, 2 4. 4 8m 
mol) £Jn*» 4 5'CT6WHW*K«^a, R**ft*UET»*l/T»&ft 
fc£g££x*/-;U (6ml) fcfflteLfc. £©»Srt:2 8 h U A* h 
*->K (7. 8 6g, 4 0. 8 0mmol) £in*_, £*&f££^T 2 IH^^ 
<ttA,L/i^ 2N&& (25ml, 50mmol) ^^I^7-«$: 

iz&m&jLfy-jwznm&LT. nemMoumit^® (6. 0 9g, 9 

8%) 

mp : >3 0 Ot:. 

7C^t##r{I C 19 H 13 N 3 0 4 S • 0. 3H 2 OtLT 

C (%) H (%) N (%) 

ff-^ffi : 59.30; 3.56; 10.92 
HSiJffi : 59.56; 3.52; 10.93 

1 H-NMR (300 MHz, DMSO-d 6 ) 6:2. 50 (3H, s), 7. 
31-7. 46 (5H, m), 7. 78 (2H, d, J =8. 8Hz), 8. 
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32 (2H, d, J = 8. 8Hz) , 12. 50 ( 1 H, s) . 
IR(KBr) : 1 7 1 5, 1 6 5 7, 1 5 9 3, 1 5 1 0 cm" 1 . 

mm s 

5 1- (2, 6-y*7MO^>yJW -5-^^)1-6- (4-~hn7i 

ZL)V) -3-7xZJl/fX7 C2, 3-d] £U5$?>-2, 4 (1H, 3 H) 

mM2 7?mt>ntz.it£y?) (5 2. 5 4 g, 0. Ulmol) 
*;l/A7^ K (1. 0 1) mmz, ^BSrt'JtfA (19. OOg, 0. 138 
10 raol), 30fct> i )V& (22. 90g, 0. 1 3 8mo 1) / 2, 6-v 
7MD^>^^DUF (22. 40g, 0. 138mol) SiJDAMT! 

2 i$iwa> < \t/v 1 7c. ut# enfcajts ^ □ □ *;ua t-k&fc 

(Mg so 4 ) »«E*«ETc«*i/fc. ^€)n7cSfi*->'J*y;u* 

15 7A^aTh^7 7^-T?«»LTj^JlfelKa©S)i{k^» (6 1. 50g, 
9 3%) 

mp : 2 8 0 - 2 8 2*0. 

tg*#«HI C 26 H 17 N 3 0 4 SF 2 tU 

C (%) H (%) N (%) 

20 th^te : 61.78; 3.39; 8.31 

mmm •. 6 1 . 6 7; 3.46; 8.21 

'H-NMR (300 MHz, CDC1 3 ) 6:2. 57 (3H, s), 5. 3 
8 (2H, s) , 6. 94 (2H, d, J=8. 1Hz) , 7. 42-7. 5 
8 (8H, m) , 8. 29 (2H, d, J=8. 8Hz) . 
25 IR(KBr) : 1 7 1 9, 1 6 6 9, 1 5 2 4, 1 4 7 3 cm" 1 . 

##014 

5-70^*^)1-1- (2, 6-y7MD^>-») -6- (4--h 
D7i-JW -3-7x-^fI7 C2, 3-d] tfU5v>-2, 4 (1H, 
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3H) -v*> 

##W3T#S*lfcfl:'&to (3 0. 3 4 g, 0. 0 6 0mol) , N-^D 
; &i«<K-f$ F (12. 8 1 g, 0. 072mol) , a, a* -77t*X 
<yy^o-hU;i/ (l. i5g, 0. 0 0 7 mo 1 ) iUtfim 

(4 5 0ml) <Z>ig£fc£8 5 3 St^K tt/uL£ 0 ^^S^JSS^ifi* 
1?«e»LK» (MgS0 4 ) ft, »«E*«JETK:«*Lfc. #&nfcai$*|» 
X^;i/^SSI»ftLTj|fitM*«©*Wfc^« (8 0. 2 1g, 100%) $ 

mp : 2 2 8 - 2 2 9"C. 

'H-NMR (300 MHz, CDC1 3 ) 5:4. 77 (2H, s) , 5. 3 

8 (2H, s) , 6. 96 (2H, t, J = 8. 1Hz) , 7. 29-7. 5 

8 (6H, m) , 7. 79 (2H, d. J = 8. 5Hz) , 8. 35 (2H, 
d, J = 8. 5Hz) . 

I R (KB r) : 1 7 2 1, 1680, 1524, 1473, 1348cm" 1 . 

FAB-Mass m/z 5 8 4 (MH) + 

##0iJ5 

5- (N-^>v;U-N-/WP7S/pWP) -1- (2, 6-y*7;W 

uoi?)i) -6- (4--ho7i-;W -3-7x-;u^xy [2, 3- 

d) e'J5v>-2, 4 (1H, 3H) -v*> 

##W4Ttl&nftft^tt (8 0. 0 0g, 0. 119mol) ©y/^ 
*;UA75F (6 0 0ml) ®mz. *&T, X^friS-l V~?U M)W^ > (2 
7. 0 0ml, 0. 155mol) ^i^>yJM5 1 JP75> (18. 45 
ml, 0. 143mol) £jta*.fco £iST2l$Hj&KfcM,Lfcft, 

^TttfcHU &mm&$>t>1£T&.& (MgS0 4 )t, *«*»BETK:«SLfc. 

(7 4. 9 0 g, 100%) »&X3\>k&>e>B£IILTltfi##||0£ 
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mp : 1 7 3- 1 7 4*C. 

Ttmftffim C 34 H 26 N 4 0 4 SF 2 • 0. 5H 2 0<hLT 

C (%) H (%) N (%) 

strife : 64.45; 4.29; 8.84 

5 HzfJft : 64.50; 4.24; 8.82 

'H-NMR (3 0 0MHz, CDC 1 3 ) [7'J-75>] 6:1. 31 (3 
H, s) , 3. 60 (2H, s) , 3. 96 (2H, s) , 5. 39 (2H, 
s), 6. 95 (2 H, t, J=8. 2Hz), 7. 18-7. 55 (11H, 
m) , 8. 02 (2H, d, J = 9. 0Hz) , 8. 26 (2H, d, J = 9. 

10 0Hz) . 

I R (KB r) : 1 7 1 9, 1 6 7 8, 1 5 9 7, 1 5 2 0 cm" 1 . 

###1 6 

6- (4-7$;7xZJW -5- (N-^>i^)l-N-^9-)V7^ S 
15 )V) -1- (2, 6-y7WD^>yJV) -3-7i-J^I/ [2, 3- 
d) tf"J5v>-2, 4 (1H, 3H) -v*> 

##^J5T#e>nfcfb^ (3. OOg, 4. 8 Ommo 1) G>*» (3 0 
ml) jtfflfcK:. tR&T, lM^b7K^-X-^;i/ (14. 4ml, 14. 4m 
mol) &&Z$l 0%A^v^7A^^* (3 0 0mg) £#P*.> MSffiT 
20 2RtF B mt>fcD^<(i/uU7K^iPLfCo M^$:-fe:^< b3i®U 

^^^p;w>.^>Tattjb, w$*£&fc>-ttTf£j® (Mgso 4 ) mmzm 

JETK@* 1 7Co t# £ n/cM^ > 'J # ^ ^ 7^0?h^77^ -Tf&SI 
LTafe^^M^tl (2. 4 1g, 84%) ZntZo 
25 mp : 2 0 5-2 0 7t. 

7cUt##rM C 34 H 28 N 4 0 2 SF 2 • 0. lAcOEt-1. 2H 2 OilT 

C (%) H (%) N (%) 

ff-J¥te : 66.09; 5.03; 8.96 

mmm 66.93; 4.94; 8.67 
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'H-NMR (300 MHz, CDC1 3 ) 6:2. 05 (3H, s), 3. 5 
6 (2H, s) , 3. 83 (2H, br) , 3. 88 (2H, s) , 5. 36 
(2H, s) , 6. 70 (2H, d, J=8. 8Hz) , 6. 88-6. 94 
(2H, m) , 7. 21-7. 31 <8H, m) , 7. 41-7. 53 (5H, 
m) . 

IR(KBr) : 1 7 1 5, 1 6 5 7, 1 6 2 8, 1 5 3 7 cm" 1 . 
##0J7 

5- (N-^>y^-N-/W$//fJW -1- (2, 6-y7M 
WOVM -6- [4- (3-^h^v^WK) 7i-JH -3-7i- 
^17 [2, 3-d] tfU5^>-2, 4 (1H, 3 H) 

##0il6Tf#e>ft£fl:£#| (5. 0g, 8. 4 1mmol) O^DD^ 
> (12 0ml) »»C, Tk&T, h'JX^;U7$> (2. 34ml, 16. 
8 2mmol) fcJD*X fiA,Lfc. HOSiSttt, 3fc?frT» N, N' 
aHn;PS?< (2. 73g, 16. 82mmol) fcjjn*., *J»Tj&> 

*v;i/75>£KJft (7. 0 2g, 8 4. 0 8mmol) tJitfh'JlW 
5> (11. 7ml, 8 4. 0 8mmol) £in*.fc. £jtS$fi*&T^S^ 

£. *H££DPsfc;WATiftffiU ttW***t)-&T^ifi7KTJ5fe^U» (M 
gSO,) ^ »*SESr«ffiTCS*Lfc. #^tifcSi£*>''J*y;i/*7A^n 

^^77^ -Twin LT®M&m&*&. - JL-T)vfrp>nm 

HbTSS^H (4. 5 2g, 8 0%) <Dmm<tG%)*mzo 

mp : 2 0 4-2 0 5*C. 

TtMftVrm C 36 H 31 N s 0 4 SF 2 ttT 

C (%) H (%) N (%) 

ffM : 64.75; 4.68; 10.49 
HSfJffl : 64.61; 4.67; 10.31 

'H-NMR (3 0 0MHz, CDC1 3 ) 6:2. 05 (3H, s) . 3. 5 
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7 (2H, s) , 3. 82 (3H, s) , 3. 90 (2H, s) , 5. 37 (2 
H, s) , 6. 92 (2H, d, J = 8. 2Hz) , 7. 16-7. 31 (9 

H, m) , 7. 42-7. 57 (5H, m) , 7. 63 (1H, s), 7. 7 

3 (2H, d, J = 8. 8Hz) . 

5 IR(KBr) : 3 3 3 8, 3 0 6 4, 1 7 1 7, 1 6 6 9, 1 6 2 8, 1 5 
91, 1531, 1470 cm -1 . 

##0J8 

3- (N-^>y>-N-^W5y^fJW -4, 7-ytFo-5- 

io <yy^u;p-7- (2, &--jy)V^ru^>V)V> -2- [4- [ (i-t 

[2, 3-b] hf'J> ; > 

2- (4-75 7 7x^1/) -7- (2, 6->'7MD^>yJW -4, 
7-yh KO-5-- fyy^U;U-3- (N-^>^/l/-N-*3\>P7Sy* 
15 -4-^V5 1 i; [2, 3-b] tfUv> (0. 5 7g, 1. 0mm 

o D^od^Xi OmDSUSC, ^V^dKJU^TSXO. 
5 2g, 4mmol) £<fc#2 - Kn*v-># P7'D^>*;^>i (0. 
2 04g, 2mmol) ZttoXfoWTiBLWLIt. ^<Dmmz^>'/ h U 77*- 

;u- 1 -^;^4 i ">hUx> ? ^^;i/7$y*x*-^A^^7;i/^o4N7.7 

20 x-h (B'OPttH) (1. 7 6g, 4mmol) £JjnA&. 1 P#Mtt 

#u %^ur 4 Emmwvtco K^m^m&^mv, t»e>n&«££* (5 

Ornl) £^cm*;i/A (5 0ml) £C:#gaL£. 7kJlfcm&£ o D*;kk 
(10ml) TfflffiLfc. ttffiffi£&;birr:fcE*Tifei£U (MgS0 4 ) 

25 I-rJW^S^HTffiMi^ffc (0. 2 7g, 

4 1%). 

'H-NMR (3 0 0 MHz, CDC 1 3 ) 6:1. 16-1. 2 0 (2H, m) , 

I. 18 (6H, d) , 1. 4 8-1. 51 (2H, m) , 2. 09 (3H, 
s) , 3. 64 (2H, s), 3. 95 (1H, br s), 4. 14 (2H, 
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s), 4. 12-4. 19 (1H, m) , 5. 20 (2 H, s), 6. 99(2 
H, t ) , 7 . 10-7. 2 5 ( 5 H, m) , 7. 34-7. 4 6 (1H, m) , 
7. 57 (2H, d) , 7. 70 (2H, d) , 8. 21 (1H, s) , 8. 
82 (1H, s) . 

5 

^M7T-mmLtz<k£® (1 0 Omg) , y 2 h-X (1 6 5mg) , □ 
->X^-^ (2 5mg) , TjfiJ M--)\,7)VU-)V (4mg) fcitfXxT 
'J>i7^i/>?A (lmg) £fflV>T> «ifelC±t)tt«S»Jfi-r*. 

10 

##^8T®&Lfcffc£tt (10 Omg) , h-X (16 5mg) . □ 
->X^-^F- (2 5mg) , ^Utfn-;U7An-;i/ (4mg) &<fctfXx7 
U>®T?y**v"7A (lmg) SJflUT, 9&8!l£i!li6T*. 

15 

3- (N-^>y^-N-^^7$y/^W - 4, 7 - yt HP- 5 — f 
y^U;i"-7- (2,6-y7MD^>yjW -2- (4 - vy" d:/OA°> 
20 7Jfcj|/75/7iZjW -4-^y^X/ [2, 3-b]K'Jy>!IKfiS 

Hfcfei** - y- -f if ;n:l □ &4 LifiL+ L H £»J£ b fc. =. ^ < tt, 

nmmwB 3 % 8 * n 7 m 7 * n \,\ '>&<£*> mm^rn \z * m 

LTzhOZm^tc. mmWl^S (n = 2) \Z, 0. 5 ^^fMJl'D-XT^il 
SI %K#ft£i*fc<b£#j£3 Orag/kg (3 ml/kg) iPg^U 
25 ftggtt&Krgg (n = 3) izttftimtLxmWzO. 5%^t c M;Vd-XO 
*£3mi/kgiliPfi-£U5:. tt42 4i^Mir, g#EM, 8:^2, 4, 

6, 8, 2 4, 4 8 »triit:i4l^^A/N 0 U LT^IMi; 0 
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«14BALB/cT^X (8-9iBft) cfcD*fm«£«U tt&HH&fc 
i31ml©20mM HEPEStO. 2% BSA^^Mj/^SS'T 
~-#)imW (DMEM-H) T3»IL 3 7tl!l Wl-f >+a^-h 
5 LtzO^s (70am) 5:11, 8 x 1 0 5 c e 1 1 s/tu 

bel:^5«!:5»ttUc. 0. 4mlODMEM-HT2@iftJIUm. 9 
mhHtVX. -)7LH (Sigmatt) £fcttgfett&£l/T, *<* 1 0 
0 0fgtI«Lfcit;U«^ODMEM-H^0. 4m 1 SriJD*.. 3 7X: 

10 < (CIS D i a gn o s t i c stt) ^P£-7LHOMMffi«g 

[01) (I*^«6^To te£$F«3- (N-^>v;U-N-/^;i/7 
-4, 7-ykh*o-5-' f V^LUU- 7 - (2,6-y7M 

□^>v;u) -2- ( 4 - y ^ n a >*;i/#r ;i/7 5^7 x-;W -4- 

15 t+Vfiy [2, 3-b]tfUv>^mS:iC"*-r§. 2tJ!B (1) > (2) 

(3) «. ^nrnwrnm wz-zi+tM ©b^emolhm** 
n^ncDS^it, &iiti0LHig5SfiW5^ (%) T^tx^ 

©M^W^b^SLfCo ES&fc{fc£«!J (1) (2) «3- (N-^>v 

jk-N-^W^/^W -4, 7-^kKo-5HV^'J;i/-7- 
20 (2,6-y7WD y <>yJ[') -2 - {A- ; y^u-fun>ts)V^ZL)V7^J 

7x-;u) -4-t*vfiy[2, 3-b]i;u^>«»tt&«:4Lfc*ft«ij 

25 iiC^^J 2 

5- (N-^>yJl/-N-^W5 7^fJP) -1- (2,6-y*7MD 
^>v;U) -6-[4- (3-* h + ^W K) 7x~;H-3-7i^ 
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xy [2, 3-d]fc?»J5 5>>-2, 4 (1H, 3H) -v^ifiBIJfi&aHfc&g* 

-m*fMzmu&$LtiL*LH&mfeLrc> ittt*-^ -rtf;u«, h&p#© 

ttKib^ (n=3) fc, 0. 5%^fM^P-XT^i«l% 
fc$Hft£-Bjfc5- (N-^>yJl/-N-^^757^^) -1- (2,6- 
y7MD^>yjW -6 -[4- 7x'M-3- 
7x-;U5Pxy [2, 3-d]tfU5y*>-2, 4 (1H.3H) 
30mg/kg (3ml /kg) &Pja#U ^RSttKAtt (n = 2) fcte# 
flU&tLTJfl^jfcO. 5%/^JH:^0-^©^^3m 1 /k gigPg#Lfc. 
g#2 4S#P B m S-Mfflf. &#&2, 4. 6, 8, 2 4*5«ktf4 8 
M^A/tU >jftL!StK*»i: LT*IIIMlft«fc DMEU m*fr\zmmUWL1t. 

Tc. ittBALB/c?9X (8-9 M^) iDIIM^L, *ff£ 1 @ 
$fc0lml©2 0mM HEPEStO. 2% B S Aft^t^l^y 3Bfc 

(DMEM-H) T3»lfc. 3 7"CT 1 P#|HH 
-htfe©^, t-fo>/7ya (7 0/tm) £®U 8xl0 5 cel Is/ 
tubel:^i^MLfc. DMEM-H, 0. 4 m 1 T 2 |°I8fc#L£:<Z) 

H*PLH<i:LT. (S i gma ft) ££*lfelitt£ LT, 

«^3 0 0fgH#f^Lfcit;i/«^ODMEM-H« 0. 4ml£jD>L 
3 7 < CT2^^$-&7Co #*±Jt*©"r;* hXrD>M$7yt<Ay 
7yfe-T (CIS Diagnostics tt) T$J£U g?77LH0g 

LHitu »ii*ri^>r'tf;u#fifr©s#iSfioLH»flgtc*t-r*i!i^ (% 

TH^L, SWISS 0 (^EPTS^) £U g-^M^T^^, 
^^y^XCDBt^igT^I-c (-A-) t5£Xfttmm-2 (-♦ 

-) fctfLTtt, 0. 5%^^;U-fe;Un-X^W (3ml/kg) 
□ (-A-) , <t£®®5-&- 2 (-□-) fcitf 
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3 (-O-) K**LTte, 0. 5%^f;i/t;i'D-XM$ 
-frfc 5 - (N-^>v;U-N-pWU7S/ -1- (2,6-v7M 

□ **>J>;W -6 -[4- (3-/h + y^KH) 7x~;H - 3-7i-Jl/ 
^x/[2, 3-d]tr»J5 5?>'-2, 4 (1H.3H) (3 Omg 

5 /kg, 3ml/kg) £«Ptt4Lfc. 

IT«J$tl, $42 4NFW«ttt» ®$-W.Wim<D2 0%£TF£TffiTb£o 
S#4 8ra^(C^^T«, jlil.+ LH*&#±#Lfc. 
10 EJU©g£j&^ 5- (N-^>^-N-^^75 7^^) -1- (2, 
6-v7MD^>-7JW -6 -[4- ( 3 =s*j l"f K) 7i-M-3 

-7x-;i^X7[2,3 -d]kf'J av>- 2,4 (1H.3H) -5^*>i4Mttt3&«, 
g p gJ^is 1 i Tg&g&ifil 4> L H 2gS{£Tf£ffl 5 E t tf* £ tlfc, 
Jl<D*g*<ktK ttifiOGnRHlSttf^fflftWrsfl:^*^ TS#K:fc5L 

20 T-js^K-^t^ffl^w-rs. 
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§t # <d m m 

5 

10 4. ^ 




15 7;wi/S£, 

20 R 8 tt«iftS*WLT^Tt)«k^C 1 . 4 7JWI/*SfcttS 
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5 ^Jc 

5. ft£4^ 5- (N-^>yJHN-/W5y^fJW -1- (2, 
6 _j; 7 j| / ^n^>^) -6- [4- (3-* h + v^K F) 7i^H 
-3-7X-MI7 [2, 3-d] eU5v>-2, 4 ( 1 H, 3 H) 
10 >f=fcl*€-©ifcT?*5H#^l!B*©8!l. 



6. fl^*^ 5$ 




c^4>, R 9 «g&$nwTt>«t^c 1 _ 7 7;M i ;i/S> m^nwrtct^ 
c 3 _ 7 ->?d7;wi^ Hift$nT^Tt)«fc^c 1 _ 6 7;u3*->75/s*fc 

r 1 0 »fijft $ tix x t> «t ^ c , _ 7 7 $ it \tmm s nt n t t> J; ^ 7 
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